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(57) Abstract: Medicines for inhibiting the activation of AP-1, containing as 
the active ingredient substances selected from the group consisting of com- 
pounds represented by the general formula (1) and pharmacologically accept- 
s able salts thereof, and hydrates and solvates of both: (I) wherein X is a con- 
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3§PJ1 £H;5£-f5 
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;U$x T/W^rW^Sx TA-Jr-l^Sx T/W* y x 
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rZ/l^^/VSj ibTfix ffl^Lfix >^x ^/K n-ZntVK ^fy^Pb’ 
/U x n— 'f y y'fvK sec — 3/ZvK t e r t — 7^/K n—^'^T 
;K 2 - y ^T^/^x l-y^T'^K 1, 

2 — v*y f/i/^o t?/K i — zr-^jv-fv tVK n— ^'•3 =-v' 7K 4 -y 
/k 3-yf/^yf/K 2-y^/w<:/5vK i-yf/^yf/K-3, 3- 

i^y f/v^f/K 2 , 2 - 5? y i , i - v^y i , 2 - 

i/yf/v^f/i^x 1, 3 -s?y f/i'^f/i'x 2, 3 -'yyf/v^f^x 2 -^z- 

)VTT^\ 1 -xf/i/^f/i/, 1 — ■x^vW— 1 — y fcVK n — r *'~f s f'As^ 

n — n - y =7K n-fy/K n — ^V'T'^K n— K-rvvK n — 

h !) fy^x n — t - h 7 7v'/l > 1 n — C X ~C t 

rr^^xi/psj irt-cfix 0 >Jx.«x tr=/K yoy-i-iy-i-^, t 
y;K -f yyn^x^K y^-i -pn>- 1 -^/K zf? — 2 -PC>-1 — f /k 

y'y — 3 — x.y— i — -ok 2 — y f/v/py- 2 — ~x-'s— i — -</k l—y^ 
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-y ^vi'T'y- 2 -xp^- 1 ->ok 3 -^f^^- 3 -xy-i-^/K ^ 
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I -3LIS- 1 -4^, 2-x-y- 1 — f'K 3 -zzy- 

X —4 ;U S — 4 — zuy — 1 — 4 /U N 5 — 1 — ^ A'-, 4—^ 

f/K 3 -3:^-1 —OK ^ 

1 -ai>- 1 --f;K ^y?-6 -3iy- 1 — f/K *9.9- 1 -*>- 
^ 7 — =>- 1 -4'A\ /■?"-- l—^^—.l—^^K 7-^-8 

—cn>- 1 — -Y/K 1 -Ji^— 1 — -OK v^^-9— 1— -YA\ £ 

yfft- l -^^- l ->f /K !)yf^-lO-xy— i-/f/K Kr^-l- 
m>-- 1 - 4 VK MJf^-l- x .^-l — f 

/V N Mjf^-n-xy-l-'f/K T- h7T^7 - 1 - ^-V— 1 — OK x h 
77^-1 3-^>'-l- / f/K ^y^yfi — 1 — 1 — -OK ^'y 9yt! 

- 1 4-^y- ! -^/^oc 2 ~C l5 OfiltXliM^OT/^=/Hi s 

rT/^^/L'iEj <!: LTf^ ^^—/K 7 °u^- 1 -4'y- 1 -OK 

yp/'?- 2— -Y V- 1 -OK 1 — 4 'S— 1 — OK -?9-Z—A's-\ 

— 4; K 1 — ^ ^vU7 p ci/-' — 2 — A K — 1 — OK^^O - 1 — "f 1 — •"t* 'K 

1 ->T^- 1 “OK 5 y 
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K-r^-i — f K-l-OK ’ K-r^-1 1 -- fK-l-OK M>^-1- 
1 -OK M)f*-1 2 --O- 1 -OK 7 1 h7f#- 1 K- 1 
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,~c a <DW:mttxizft&m#(DT frmTbtiZo 
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tKnt7^1^7-l-/(’/K 1, 2, 3, 4-7f'7t Knt7^Wy-2- 

. A (O S ^ t> ±'.'5 a 
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7— 1 — yf /U^ 2 —77 n^3r±7 — 1 — -f/K 3 —77 n-^^fir7— 1 — -f A\ 

1 —77 n 7r>- 1 — >f /K 1 —7 7'o^yfy- 1 — W /^©.C 3 ~C 6 07 
7nTA'^r=A'S^tfe>tl/5. 

**3, ±12 T77 aT/Utr-Jlsgj f± -<7lf7^ t7^U7if iiit.t 
^XtJ:<. fcljttf* l — {77=/K 2-^v7=/K l. 2, 3, 4-xh 
y t Kn±77 77- 1 ->f/K 1 , 2, 3, 4 -7" h 7 1 Kot7 7 77- 2 
--OK 1— ^'77 f — A\ 2 -^7-r r — 7^<T)Sd 5 ^»f btl^o 
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n fcVK n^af-vvVT/fvK n^yfvM ^r/K 5vM f/V, 
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'y—l, 2 — vM/K ^0^2-1, 3— v^^OK i/— 1 , 1 

i/? v^'yf'y- l, 2 — s?>f/K u^y^'y- 1 , 3->^A\ 
n^.^ff'>'— 1 , 1 — v ? ^T >K 1 , 2— S^.n^ 

df.f->— l, 3 — S^/W n^drf-^-— 1 , 4 — v^/K v'^p^T'^V— 
1, 1— S^/K v^p^^-I, 2-5M-/K '>:? p;^ * V- 1 , 1- 
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-f/K 2 B7ry- 1 , 1-vMVK 2 -v^ l , 1 -'^4' 

/i/ % 3 — i/$ u^-'yy^'y— 1 , 1 — 2 — P^^f-ir — 1 , 1 —'J4 
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7 K 2 - 1 , 2— 2 1 , A—'J'i 

,U x 3 -yy u^^-±'y~ 1 , 1 -iMA\ 1-^n^ry-l, 2-v^f/K 
1 1 , 2— vMVK 1 — 1 , 2 — 

coc 3 ~C 6 coix^ X 2 7'/ufr=-uyMfrWi\f btiS „ 
rry-^Sj £ ttii^ 

7*=/K 1-±7^K 2-t7f/K jy M)/K 7xtyMJ/K . 
7tt7f!/=/^OC 6 ~C u OT y — fjtl/So 

±ia rry- 7 v$j k ±.±12 rc 3 ~c 8 0 '>^nr/u^Sj. rc 3 ~c 6 

<Dy? v7;\str~ 7^SJ, Xfi fc s~C 6 CDv'^ dT/^^7^v ? ^i=-7^SJ %*£%§ 
mLX\t'XbJ:< . 4 -sfyy—sK 5 -^fy^/K 1, 2, 3, 4 

- 7 h 7 t Kut7^uy-5-^f/K 1, 2, 3, 4-7>7tKnt7^ 

3 4-T±±7x=7^s4'>'7 ? ^-4-4'7V, 

-{yfy-s-'f/K ^O'-r y'— 6 — 4Vk ^77^-7-^/^ 4-7xty 
-/U N 5-7xty=/K 6 -y^i~y~/K 7-7*^-U=/K 8 
=. /K 9 - 7xty= btl-So 

rry — i^iu t ttu^ i, 2—y^~ yy^ l, 3 -7xxyy, 

l, 4 — 7 -^- 1 /^^ ± 7 y yy— l , 2 — v^/k -f-yyyy— i, 3— v 5 ^ 
t 7 ^yy-i, 4 — 7 K i, 5— v'-ok ~)~y y yy— 

l, 6 -v^/K t7^yy-i, 7 -vM/k t7^uy-i, s-vM'/K 
-yy y yy — 2 , 3 -^-f/K ±7^l/>'-2, A-*M>V. ±7*l^-2, 

5 -v^/K 6 -vMVK t7^Vy-2, 7 -*M i~y 

yyy—2, 8 -^-Y/k jy h 7 ty-i, 4 -' 7 >f/wfoc 6 ~c 14 © 7 !) 

rr^A'^’Sj iUTft, rr/y^/vSj coio<dtK^M^-^^ rry—^Sj 

Pjtb. l-t7f^f/K 2-±7 

f/v^f /K 7 y h 7 t-/v/f/K yzc.i~y Y y =- yWfvK T-fe-y-T^i'— 
/MfvK l-y^^JK 2-7x^f/K 1 - ( 1 ~± 
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7?-A*) 1- {2-i-y^-jv) :xfvK 2- (1-^-7^/v) :^5vK 

2- (2— 3-7x=/W/ctVW 3- (l-i-yfyl') y 
□ fc°/K 3- (2 -i~y^) 7°D fcVK 4-:7xny!'7 r ?vK 4- (1-^-7 
fvU) ^7K 4- (2 -t7f/W) ^fvK 5 - 7*=/WC'f7K- 5- (l 
— 5— ( 2 — 't'37f L /l') 6 — 7 x=/1'/n^'7/K 

6— .(1 — '"' d r'>/K 6— (2 — 'tyfyl') C 7 ~C 16 

r**S^CRflS7k*&J tfv^P C 2 . 1. Ol 'tyfvK 

[2. 2. 1] tfv'^n C 2 . 2, 1] ^fvK T 

r* fcTo S^<fk 7 KSlSj. ttm 7 t"D C 3 . 4 ] ^ 5 vK *fc° 

n [ 4 . 5] f^-l, 6 - btlZo 

tL- at. *y/K v-tvsK yj? 

/K ;* y'^vK 7K/t'-=-y^0S^>#^b^5 o 

<fc i/tu, < 0100 ^ 11 ^# r^py 

T*g^£;ftfc£;5^f #ilx.f3, ^a^p^^vK 9 J7^n^i- 
/is, b y p y fvK y p p y ^vk i/yuuy fvK h y y p p y 9vk 

H)/n^f/K a— K^^/K $?3 “Kt* 
5vw % hy 3 -K^f/K 2, 2, 2 — ^ y 7 /v^-n^^/K 

5^yl/ N 3, 3, 3 - h y ^yl^Pl/p t°A\ ^^7/^0^^ t°A\ y 7 

iVJrvJ y /n tf/K 7t7/l/^n7'f/K 7yw^-n^^'>/i/^0 l 75^ 1 

3 <@0/n p ^ vji^--egik$ c j ~ c 6 o yyfk 

Xyl^A'JEri^ff £>fl/5<, 

■^fn^Sj £ LTIt. 0!I;tl'£> (3IJJK-?) <k UX> 

IJE^x t 

b 1 i^tff n 7 y — A^, tO 5 !:, &^trfcjfc1"5]R 

* (stu^) tut, 
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SW^ l JblE 3 < t b 1 n fgg 

as^tf ibftS. 

r^ii^T 1 o T V -/V$J iim 0»Rrf* 2-7U/K 3-7U/K 2- 
f-x-yi/, 3 —^ 311 — 1 — fc°py/K 2 — fcfny/K 3 — tTny^K 2 — ;d~ 
^f'/!i/K 4 -^t^D/K 5 -*-**'/ !OK 3 —4 /K 4 

v /k 5 — -y 2-5 L T'/y^> 4-f7'/D/K . 

5 _^ T /ij /K 3 — fy^T'/ y/K 4 --r y^T'/y /k 5-^y^T'/y. 
l— -f^^/y/K 2 — -Y^^vy/K 4 — ^ y /k 5 — 

1 — tf^yy /v- N 3 - fc°y / y /K 4-t°7'/y^K 5 — t-y'/y^W ( 1 , 
2, 3 -^-^rf-'^T'/— yv) -4 -OK (1, 2, 3 -^-=Sff-v7T'/-/^) ~ 5 
-OK (l, 2, 4-^-^f‘v f T'/— /^) -3 -OK (1, 2, 4-^-^-f"^ 
7'/-;V) — 5— OK (1, 2, —3— -OK (1» 2, 

5 —^r^c^-'JT'/'—^) -4 — OK (1, 3, A-^r^'yT'/—^) -2-W 
/W N (1, 3, 4-i" :3 ftv ? 7'/'-/l / ) — 5— OK ^ylf—ZK (1, 2, 3 — 
f7^7/“/l") -4 — OK (1, 2, 3 -J-7 'ST'Z—JV) -5 — f /K (1, 
2, 4 -t-TitT'S-M -3 -OK (1, 2, 4 -^T 9 S7 '/*-&) -5 — T 
/K (1, 2, 5-?-T 9 JT'/—/y) -3— OK (1, 2, 5-^Tv?X'/-/K 
-4 -OK (1, 3, 4 —^7 i/7 '/ V AO -2-OK (1, 3, 4-^T'^ 
T'/y/K -5 -OK (1H-1, 2, 3-MI7'/“/V) - 1 -OK (1H 

-l, 2, 3-hyry-^) -4 — ok (ih-i, 2, 3 -hyry-/K 

- 5 -4 /K ( 2 H- 1 , 2 , 3 - h y 70—0 -2-OK (2H-1-, 2 , 

3 - h y TO— O -4 -OK ( 1 H- 1 , 2 , 4-hy 70-0 - 1 -OK 
( 1 H- 1 , 2 , 4 -MJ 7 /WV) -3 -OK (1H-1, 2 , 4-HJ77 
“/K - 5 -OK (4H-1, 2 , 4- H)77“/V) - 3 — f O (4H-1, 
2 , 4 — h y 7 '/— /V) -4— OK ( 1 H — T h7 O - 1 — OK ( 1 H 
- 7 h 7 ^) - 5 -OK ( 2 H-f b7'/^) - 2 -OK ( 2 H-r F 
y'/— O - 5 — OK 2 -try vVK 3 - t° y OK 4-t°yOK ’3-lOJ 
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y v^k 4 - 1 ? y ¥'s=-/v\ 2 — tr y ^ s?=/k 4 - k* y 5 v^/k 5 - 1 ° y 

2-f7^/K (1, 2, 3-hyr^y) -4— f/K (1, 2, 
3 -fyr^y) -5— r/K (i, 2 , 4- h y r^y) - 3 — ok d, 2 , 

4 — h y jyy) — 5 --ok ( 1 , 2 , 4 — h y T'Jy) — 6 — ^ /k ( 1 , 3 , 
5 — hy 7i?zs) -2 — OK 1 -T-^t^K 2-7ift°— 

yu- x 3 — Tif fc°:=./K 4 — 7i? (1,4 — fV) — 2 — -f/K ( 1 , 

4 — ^-dr-y-^ t°>) —3 — -OK (1. 4 — tf^) — 5— -OK (l, 4 

— ^-3f-y-if f^) — 6 — 'OK (1, 4 — ^-^r-y--^' t°y) — 7 — 'OK (1, 4 — 
y^Tif tr» — 2-"f/K ( 1 , 4-y L 7ift°> / ) -3->OK ( 1 , 4-y^T-if 
t a V) -5 -'OK (1, 4 -fTf^y) - 6 -'OK (1, 4-7-7-^t”^) 

- 7 -<^(05M7lO¥I^rn7y — btlZ* 

t Itli, 2-^/77=/K 3- 

/<y'/7 4 - ^^'/7 7-/K 5 -^y'/7 7 ^^K 6— ^y'/7 7- 
,k 7 _^y>/77- ; i, N i — ry^<y'/7 7=/K 4-^r y^y'/77=/K 

5 y/<y/77 ^yl^ x 2— '<y / / (b) y^^/K 3-^y/ Cb} 7^ — 

zu v 4-^0^/ o) 5— [b] 7^— /v, e-^yy Cb] 

7 —'O'/ Cb] y ^— ;k l-'C/y Cc] y^=/K 4 —^<yy 

Cc] t-m/k 5 — <yy C c ] y^-/K 1 — r y k y /k 1 — ( y K y /k 

2— /f y KJJ/^ 3 — (ypy/K 4-^y Ky/K 5 — f y K ]) /K 6 — 'f y 
Ky/K 7--Y^Ky/K (2H->r y-r v K“/v) - 1 —ok ( 2 h — fy'f' 
^ K-/0 -2 —OK (2H-^y^>M - 4 -'OK (2H-^y^V 

K— /u) - 5 — ok (lH-fyy/-^) - 1 — ok (iH-'fy/'/“/i') 

-3--OK ( 1 H — A ytf'S'—As) -4 -OK (1 H— f yyy—fr) -5- 
^f/K (1H -jyyy-M -6 -OK (1H -4 y ?'/—*) ~1~' OK 
(2H-^y^/“/V) -1-OK (2H->fyy/-^) -2 -OK ( 2 H 
-jy?'/—/^)- 4 — OK (2H-^y^'/-^) -5 — OK 2-^yy* 

^•y-yy/K 2-^y'/2h*io/y/K 4 — ^yy^-y-yy/K 
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y/K 6 (1, 2 -^y 
'/'i VX^'/'-jV) - 3 --OK ( 1 , 2 -^yy-f y**^'/—)V) - 4 -J 
/K (1, 2 yu) -5— OK (1, 2 -^<yy>f y ^ 

-fry- AO -6--OK (1, 2— <yy-f y^-fry-yl-) -7--OK (2, 

1 — -yy-r y^u-y-yio -3 — ok (2, 1 — syy-<y;t=ar-y-y~yu) 

-4--OK ( 2 , 1 y^-^r-y-y— yu) -5— -OK (2, 1 — ^<y/ 

^ y^-^f-y— yy) - 6 — f yK ( 2, 1 -'O'/'f y^-^r-^y—yw) - 7 — -OK 

2- ^yy^ryyyK 4-^yy^ryyyK s-^yy^ryyyK 6 — < 
yy^ryyyK 7 -^yy^ry y yK (1, 2 — ^yy-r y^ry— yu) -3 
- 4 VK (1, 2 -^y^yf 7 y-y>) - 4 --OK (1, 2-^yy^yf 
ry- a/) — 5 —'i yK (1, 2 — ^yy-r yf-ry— yu) - 6 --ok (1, 2 
-^yy-f yf-ry-yu) -7 --ok (2, 1 — <yy^y^ry— yu) -3- 
-OK (2, 1— <y'/^yf 7 /“yu) - 4 — r yy^ (2, l-^yy^yfr 
y— AO - 5 --OK (2, 1 — <y'Ayf 7 '/“/ i 0 - 6 — OK (2, 1- 

-<yy^ yf 7 y- ao -7 --ok (1, 2, 3 — iy'/t^rtyxy-^) - 
4 --OK ( 1 , 2, 3 --<yyy-drf-yTy-yO - 5 — OK ( 1 , 2, 3 - 
^yyt^ty 7 '/- yi') — 6 --OK (l, 2 , 3 -^yy^if^Ty—yi') 
- 7 --OK ( 2 , 1 , 3 -^yy^-^r-y-^xy^-yw) - 4 --OK ( 2 , 1 , 3 
— ^yyt^t^ 7 '/“ yiO — 5 — OK (l, 2 , 3 -^<yyf 7 y 7 '/'-yi') 
- 4 -<yK ( 1 > 2 > 3 —<yyf 7 ^ 7 '/-^) - 5 — OK (1, 2, 3 - 

^yyf7y7^) — 6 — -f yK (1, 2, 3 -^yyf7^7/“-yy) -7 
— -OK (2, l, 3 — <y yy L Tv f 7y— yu) -4-' OK (2, l, 3—<y 

yfr-r^ry — ao - 5 --ok (lH-^yy hyry-yio - 1 — ok (1 
h — " yy h y 7/“/w)-4-^/K(iH-^yy h y ry-yio- 5 — ok 
( 1 H-^yy h y TV—JV) -6 — OK ( 1 H-^y'/ h y Ty— yw) -7- 

-ok ( 2 H-^yy h y ry-yio -2 --ok ( 2 H— <yy h y ry— yk) 
- 4 --OK (2H-^yy MJ7y-/V) - 5 --OK 2-30 y yK 3-30 
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y/K 4-^r/y/K s-^yy/K 6-#yy/K 7-^yy/K 8-^yy 
/k l— fy^yy/K 3-^y=*-yy/w 4 — ry^y y/K 5--ry^yy 
/k 6—ry^ryy/K 7 — fy^r/y/K 8-^y^/y/y 3-yy;y = 
/K 4-'>yyy-/K 5--yyyy-/K 6->yyy-/K 7-'>yyy = 
/v, s-yyy y=/K 2-^rt/y-/K 4— ^r-y-yy 5 -^y-y y — 

/k 6-^y-'/y— /k 7.-^t’/y=/K 8-*y-yy^/K 2-^y^-y-y 
5 -^y^r-y-y^K 6-=^y =*-y-y i-7^7'^/k 5-yy 

7 - yr/K 6-7^7*y=/K 2 — y-yy- y v^/k 3— -T-y^y v^/k 4 — 
y-yy^y i7=/K 2-y p y=/^, e-yy^/K 7-y B y=/K s -y y -/k 
2 — y°-r y s ?— /k 4-yf yy-/y 6-yf yy^/y 7-y , 7yy=/K 
i— 77/w^yyA\ 2 - 77 /^y y/w 3— yz/w^yyyK 4 -^ 7 /w^y'y/K 
9-^/W^yy/K 2- (a— 77/^^'y — 7l"h 3- (a— 777^^'y — AO, 4 — 

(a-^/^'y^^ 5 - (a— T77V7i?y 6- (a— *7U#y— /l^). 7 

— (a — Tz/l-'/K y c=./l') N 8— (a — y — /W) > 9— (a — ^7/V/Jn y — /l^K 

1- (0 — y^h 3- (j3— 77/U7 }n'— y 4- ( 0 — ^/M^y/l"), 

5 - ( 0 — #/nK=y A'h 6 - (/3— 7//wK— y 7- ( 0 — 77^tK— y/w), 

8- (0— 77/V5J?— y /W) x 9 - (0— luVTS—}) ;V) , 1- (v— 77/^y nyw) % 

2- (y — 77/l^y zx/U) N 4 - (y — ^/l^y — /U-K 5 - (y— 77/WTKy — A"h 

6- (y— # 7 Wf?.y — /k), 7 - (y— 8 - ( y — y x 

9- (y— 77/W#y -/I'h l-77yv?=/K 2-77y'7=/K 3-77'J v 1 

=/k 4-ry y s?=/k 9-77y^/K 1 -y^y /k 2 -y^ 

ydr-y-i/^/K 3 -y^y ^r-y-i/^/K 4 - y 31 y =3f-y- ^=/K 10-y3iydr 
-y-i7n/K i-7i;f7'y=/K 2-y^y^r^^/K z-y 
;K 4 -ycey ^Tv^K 10-7i/f7y=/K 1 -y £?=■/!/, 2- 
7xty=/K i -y^y-y h y s?=/k 2-7xt7HJ ^K 3-yxt 
y h y v 1 — 4 -y 31-7-y f y i7— /i'. 6-7ityMi'^K 7 — y ^y- 
y F y y^/K 8 -y^y-> h y i7— /K 9-7xtyM)'^/K io-yx 
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2 — ~7 sL’t'y h o ]} — /K 3-7xti / f°P=>'K 4— 7xi 
t7fn!)=/K 5 — y sL'f'y h n y :x/U, 6-7xt7bd!)x/K 7—7x1 
-T*;/ h p y — /u, 8-7xt7}'D!)x/K 9-7xt7ha!)=/K 10—7 
xtyfa'^/K l-f77M/=/K 2-^7 7M'=/K 1 — Y 7 K y 7 
-/v, 2-^ 7Ky7— /K 3-^yFy^/K 5 — < 7 K V 7=/K 6-^ 
7KD7-/K 7— >f7Ky7=^K 8— ^yKD'^/K l-7i;^fW. 
-/W, 2 -7 ix/ < 3 -7xi/^r-y-^'Y=/K 4-7x;^rW 

-/V, [2, 3 — b ] 7U/K fc°on Cl, 2 - b ] tf y ^7—A\ \fy 

>/p [I, 5 - a ) t° y 7/K -T 5 ^'/ C 1 1 , 2 - a ] fc° y 7/K >f 5 (1 , 

5 — a ] fc°y7/K U, 2 — b ] t°y ^7=/K ^ Cl, 2- 

a] fc°y^7=/K 1, 2, 4 -Fyj'/D C 4 , 3 -a) t° ]} 7/K 1 , 2 , 

/±-Y')T'/x2 C 4 , 3 -a] t°y ^7— /Kg?) 8 75S 1 4l©|^i^r 

nT y £>tb5o 

t’Uttt, iiff, 1-T7y7-/K i -r-fe^ 
7=/K l - fc? n y 7=/K 2 - t° n y 7— /K 3 - t? p y 7— /v, 2-rF7 
t Ko 7 y/K 3 — x h 7 t Kd 7 y /K ^^7— /K 1 — < $^'/!)7=/K 
2 _ ^ 5 $ry y ’7 -/k 4 — < ^ ?'S V 7=/K 1 - b? 7 '/ V 7-/K 3 - fc°7 
'/y 7-/K 4 — fc?7 )/ y 7=/K 1- (2-fc°ny-/K. 1 - (2-"T 
yci/W), 2- (2 — f ^ ^'/y — 1 - ( 2 - bfy;/ y =/K> 3- ( 2 — t° 

7'/i)x^), f y 7 >\ 2 - y 7— /K 3 — k°^ y 7— /K 4 — y 7 

/ 

~ )V ! -Tj^tf^y -S7— /K 2-7h7tKok*7=/K (5^^ 

/i/jfr y 7) — 4 -^/K 1 - 7— /V. 1 - TjN^e fc°^<7 7=/Hf © 3 75M 7 

£ LTte, 2-***y7=/K 2 

— ^ p -/p, 3 -^bvx/K 4 — 7 dt— /K 5 — 7n-v— /w, 6 -^bt 
XX/U, 7 — ^ P -7X/1/, 8— ^ D7X /V, 1 — /{ y^B7X/K 3 -f 7-7 D7 

-;u, 4 p-rrx/V, 5 — >f y ^ Cx'^/U, 6 — >( V ^^'/K 7-^ 
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y^P7=/K 8 ->f yK 3 -Woy=/K 

5 — ^zts 7 o 'T— yW 6 — = }"3r9 £3 r ?'— /^, 7 — n 
?=/K 8-ft^D7=/K 1 - - fyWn-rzi/K 3-^yf^D-r^ 
,U n 4_ / f.yftyn7^/K 5 — 'J t f"*-9 n -r— yK 6 — W 'J n 
/U x 7 -✓f n^r=yK 8 — fy^^-yn-myK l-/fyKD=/K 2 

-^y(?!)=/K 3 — -Y yY x J 4-^^K!i-/K 5— f'/KD^/K 6 
— /fyKD^/K 7-^y KD-/K 1 — fy^^KD^/K 2 -yy^y K!) 
-/K 4--f KD-/K 5 —4 'S'fyFV =/K 2- (4H~y oy^), 
3- (4H-y ny^/V), 4- (4H-y n/=/V), 5 - (4H-y oy^)v 
6- (4H-yoy^)» 7- (4H-^ny^), 8- (4H-yoy-/V) 1 

1 _^y ^ c 3 — -Y y y a y — /v, 4 — >r yy ay =• &— >fyyn 

yn/i^ N 6 -'i y y oy :^yV\ 7 — fy^ay=/K 8->f y^o>=^ 1 — 

(IH-^d!)'^), 2- (lH-t^yi/^), 3- (lH-k°ny'y— 
yU) N 5- (lH-i^nyy-/W) > 6- 7- (lH-t° 

u y V s — yu) ^©8 l oMco$3fn^b< ft^Mncc^-n 

Disw^s. 

_h|2 r^7cflj <D'1 3 'C> <t LT^ 

t* 6 SiSilli 1 coffin fife*®* 1 . 

tf{c. KlSRSrWrici-SIS^ (HJS^) bT, 

»*«■?•, ••fiSEjlJDR^Rtf 6> WRStwfc^ oJK^ 1 3 S b 

l, i - tf a y v^k i — r ^ #'/ y y-yK 1 - v y $?.=. /k 

i - t=¥t'/ y y=/K ^y^/, ^ny.i-t' 

v 1 — yi/ N ft^^y >-4-^/K 1 — Jj'-t t°^y v*— 'K 1 — 
y'y=.jv^ 2-t°n y >- 1 — f/K 2-^$^ , /!Jy~l-'f^ 2 -b° 7 '/ 
l-/fyK!J=/K. 2-'fy^'/K!)=/K 1, 2, 3, 4- 
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2, 3, 4-Tbyt Fajy^yyy 

- 2 -^; k l-foy/K l— l-fyyy/K i—r>Ky 
7K l— r^^y'y/K 2 — r e>tL-5, 

±iaT'>y n T /i' 3 vuj£j > fyy p T/uy-x. /U|£ j n ryy p TVw# yym-yujgj^ 
rzy— yl"&U Tyy pTVU^r yygj, ri/^ pX/i^/Jr- 

r^. &U 5 r^'r-pli^j ££g 

^l*c rg^jtj ±^-f5 0 $.tc\ ^ 0cfi-c N rry—y^sj, \t 

y-yy$_u rfi^p/y-^j^ &t 7 rt^s^rcTy-zHj 
lt ir|^1--5o 

rM'fb 7 k^-^-dr'>Sj tbtlJ, rtKndr'>Sj TObTR^J 

bti^ r^-fbTR^J <bLTf± ±12 r^fbTR^Sj bfflffitD 
btl/ 5 o r^±7(c^-^-dri/gj ,1- L*C(i. ^!lx.{± T/^pdr'>S (7VV 
Tyl~y=yl— T/W^/U-y-^y^ yynXyl^ 
.^-^df-y^ '>y PT/l^/l— T/W^f/P-±dr'>^©JigK^±7R^-^-^ 
'>■$ ; 7y“/I/-t^rv'S ; 77 \ T/l^ 1/y— yy-^y^g^ 

tm'tfbthZ o 

TT7Up^v'$ iLTfi,F!l±ff,y 

n-yntf^y, -r n-yh^y, "fyy h^y, s e c -y h 

^r-y, ter t-T'l'Jfy, n — ^yfvuy-^r y, /f V-<yf /I't^rv', 2— y 

5vi':/ Rdp-y x l — y fvuy h=^y N ^y-^yfvuy-^f-y^ i > 2 — yy^ywy 

n ^y. 1 — •= c -^ , /yy’n7K^ry > n — ^^f-y/wy-^f- y x 4 — y ^vwC/fvvy* 

^ - / ' 3 — y yy-^yy/uy'^y^ 2— y f"/u^y y, 1 — y =f-ju^<y 
y/M-^fy^ 3, 3 — yy y/uy h 3 ry % 2, 2 — yy y/uy h^y, 1, 1- 
s^yy/wy h=^y. 1, 2 -yy ^/uy' h^f-y, 1, 3— yyy/i'yh3ry > 2, 
3 -y^f/uy h^y 2 -^^yh^fy % 1 -^, l/ 

~ 1 y/wyn Jjf^fy^ n — ^yy/uy-^ry^ n — ^y y^y^y^ n— 7 — 
n-7'>wy n-yyyyyU±dry N n - Kry/^^y n 
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- h n _ 7 b77 ? v / /l / ^ :J r'X n — -^-'y 9 7" y/l^3~^r y^(D C 

x ~ C ! 5 =■ v'gdSiMf b tlZo 

\T;v^r=.jv-^^m\ i ITIi, t (zfus<-i-^y 

-\- 4 /v) ;^v\ ry/^'>, (zf9- l-^y- 

l—yfju) 3r^y, (~f9 — 2—-^y— 1 —4/^) Jr^-y, (7 9 - 3 —xy— l 
3-*y, (2-* : ?-j\'Zfv/<-2-^i'-i-' (A*) **.y. ( 1 - 34 - 
;^o^-2-iy- 1 -^yw)^-=¥'X (f<y9- l -^- 1 

2 -o^V-1 ~^7V)^-=ar'X (^^*-3 -3iy- 1 — r /W):^v\ 
(^ v ^_ 4 l -4VV) 

(3-^^7 r ^-3-^^-l — T/V) (^3rf— 1 -=c.'y- 

\-4)\s) 3r^y^ — ^F-f> — 2 — ■=*=■->" — 1 — 3 — 31 ^ 

- 1 -4/u) 3r*y, —x.y— 1 —4M (^^f'9*- 5-p^ 

y- i-^yv) -3-^^- 1 — f/W (4 

— ^ — 3 — ziy— 1 — 4 /W) (^7° ^ — 1— — 1— "f AO 

6-^v-i-^^) 3r^y, ( 3 - 99 - 1 — ^-y—i— 4/^) 
3-^y^ (3/9 9 — 7 — ^y— i — 4/9) 3-%-y^ (si~— i —z^y— i —4/^) 
3-$ry y (/-}-— 8 — ^y— 1 — 4/^) ^'= 3 f-'X Or# — 1 — 1 —4' AO ^ 
%-y, Or# — 9 — xy - 1 — 4 >\4) 3r^y y (try*?*- i—^-y—i—4/^) 
(^T^-i o-iy-i-'f^) ( Kr#- 1 — 1 - 

4/ v) 3r*y, ( Kf^- 1 1-^y-l — f AO **y. (Hf^-1-I7 
-1 — i/v) 3-3-y. ( MJ TiJ- 1 2-^y- 1 — <A0 t+'> N (7" h 7X7/ 

— 1 — zz-i/— 1 — 434) 3-%-y^ (r h 77^- 1 3 — ^y— 1 — 4/^) 3-^-y^ 
(^yfyx-i -^y- 1 -4/^) 3r*y, ('<y9?*~ 1 4-=^y-i-4 

jv) **ymoc 2 ~c ls <DW.mvtxt±ft&&vt<nT/i'9~/i'-yt*cy&frm? 
btlZ)o 

\T/^=-/^-^y^\ t Ltli, #!lxJ£> (T'n^-1-4' 

;/— 1 — ^Ov) 3/^-y, (zf a /<— 2 - 4 y — l — 4 fr) 3-%-y, (z?9—\—4 
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7- 1 — (,ls) ^df-7, (-??- 3-4 y- 1-4^) 3-*v\ 
s<- 2-4 y- 1 -4 As) **7, ('Of-l-'O'-l-Jsl') H 

77 - 4 -4 y-i —4^) 4-^y, (^^rif- i -4 y- i -4/^) ^t^c-y. 
df-Hf— 5 — f V- 1 —4 /v) (^:/7 - i 7- 1 -y ;V) 

;/ 7 - 6 — f 7— l — 4 A*) Jr^y, (:^7 7- 1 -4 y- l -4 M Jr^r'y^ (* 
77 - 7 -. <y- 1 -4fls) tti/s (Sir- 1 -4'y- 1 -4M (7. 

x- 8 ->f7— i **y, ( 7 *#— 1-4 y- 1-4 M **c'y^ (x# 
- 9 -^7- 1 —Ow) tf*^-7 % ^3-7, (7 

y=fi3- l 0-^7- 1 -7 7- l 

( Kx#- 1 1 --Y 7-1 Jr^-y, ( h !J x# — 1 —4 y- 1 --f M & 

dr7 s (hPf^-1 2-7 7-1-7^) ^3r7 % (x h7T^-l — f^rl' 
--T/U) ;^7 N (rI'77^-l'3-^7-l-'f^) t^r7, (^7?x*- 
f ,v) ^-3rV, (^yff*#- 1 4-4 y~ 1 -W’A') ;7^r7^<D 

C 2 ~C ls <Da^t^3?.tt4^^^T^df--;V-^-dr7S^^{f btt5» 

r7^n7/^/V-t^-7Sj 77n7°n7jfdrv\ 77 d7 

h^f- 7 , 77 D^yf/l/t^r'^, 77 D^df7/l/t^r7, 7^n^7f/Ut^r7 > 
77 u ^'7 5 L /V^-^7^CC)C 3 ~Cj©'>7 p T/V^rA"— btl&o 
a 7 /V^- 7 /l'^-t^'>$J £ LTh£. 77 n7°n tVW7 

b^y, 1 — 77 n7 B n tT/Ux. hdr7 x 2 — 77 n :/p fcVWPi b dr7 x 3 —77 
P7 e aV/l'7 P n7K^7 > 4 -77 p 7 °n f /H/ h^f-7, 5 -77 o/n fcf/1^7 
fvU;**3?-7 % 6 -77 p7 p d tVW'^^r7yW^-=^7 s 77 P:/fvM. h^r7 % 77 
U'ZyJ-jV* h^r'7 77n7W h^7 x 7 ^p^W b*7 % 77 p 
^ df 7 /W 7 h=3r7 N 2-77n^7/Hf^-7, 3 -77 n ■^df-7yU7°n #3r 
7 n 4 — 77 P^df7/7X h=Sf7„ 77 P^:/^yV7 b ^'7 77D^^f'/M 
h^p- 7 ^ 6 —77 o C 4 ~ C ! 4 © 77 n TyW^/W- 

rxy-^-^7$J 7x/^r'X l-t7f/^^7. 
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2 —ry^-jvir^'y, Tyb V /istti/* 7^i~'y bV/^^y, T ±±7^ 
=.ju^-^-y^(DC 6 —c 14 <dt V —y— btiZo 
rr ?***-*■*'>£] tixti, 

b*y, 2 -t 7 W>^, 7yh7t=/M 7xt>M^=/M 

7tt7fv=/u> h^'7, h^'7* 1 - 7 

2 - 7 x^f/l/i-^'>, 1 - (1-±757V) ^b*y, 1 - (2-±7^. 
/l^) oi h^v\ 2 — ( 1 — ^ h^v\ 2 - (2 — '1-7’f‘A') ^ h3rv\ 

3 -7 X = 3- ( 1 — -J" 7 ^Vl") 3- (2-±7± 

;V) '7, 4 — 7 :x~ 7W7 r h=¥v\ 4— (l-±75 : -7l') 7'h^rv\ 4 — 

( 2 _^-7f-7u) 7 5 — 7a=7l^7'fvM-^v\ 5— ( 1 — ±7^7V) 

■^'y^yir^r'y^ 5— { k 2—i~'7 s f‘^) 6 -7xi— 7U^' d r '77V 

6— ( 1 — '5-~7 = f-jV) 6— (2— ±7±7l') ^^r'>7V 

-fr*r 'y^ <D C 7 ~ C ! 6 <D T y7U3r 7W- b ±5 o 
rT7U^U^'7^-^r'7Sj iUtli, 

#a{Mf b*b5. 

T/nci tf'ytfCTT fls 3 ^rv'JS; p ^i^' , f|j77l''3r7l'' ^*^rv'S)j ib , '’CFi> l"t h 

P^'7$J <z>7kfjf®±ri s r/M3^WbT7V^7wSj 

0ijx.|± 77W^*n^ h^'7 N '777W^-a^ h =¥'> N puuj- h^f.v\ h 

^'7, 3 ■ — K7 h3r'>. H)7/l^ta^ ^'7, HJ7nn^h^7, 2, 2, 

2 _ |s ]) y/uj-vx- h^r'7, '<'y?Z7jls$-v=. h=3rv\ 3, 3, 3 - h!)7 )V-fr 
07°7 j?^v\ ^7 # ^7;Wta7 ( jK^7 > ^T'* 77W±n^f 7 :7n #=3e-v\ 7±7 
/U^-p 7 h x-<— T 7 7V^*n-^^i77V^' :3 rv'^^) 1 75^ 1 3 n 

-ctttfe $ tbfc c , ~ c 6 ^ D sf'yikry=i * ym&mf 

btvb 0 

r^xn^-^-=Jr'>£j tLtli r t r^-rp^gj 

bH, f^nij ittii, ±ia r^foiSj 
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btlZo H T D — 

n 7 U -;i/- o * 

rfi^fory- tum #i;U3> 3-^=/v±drv\ 
(-f y jl>— 3 f^) ±dr'y> (fjy- /l/— 4 — -f/w) ^- ; 3rv'. 2 - t° 

y ^M-dri/. 3 - t° li 4-tlv?/Vt^'X ( fc° y $ 4 — 4\ 

zu) 

n 7 !i -/V - t LXtt, 5 ->f y K V )Vir^r V> (-< 
— /u— 2 — 'i aA ±df-v\ 2 —d^ y y zi'^dr v\ 3 — dry V zu±df- 
4 -dry V 

i ttn flterf*- 3-fctpy=/^ 

dpi/, 4 - fcf^y 'J=-)V^r^-'y^(D : &ii^\'f fetb5o 

n38-a-*'>»j t LTf± fclfctf. 3 — r > Ky =■ 

zH±df-S/ x 4 — y n-=r=./l^^-dri/^(7)S^pf-f 

r^b7k^-^^7r-^$J tttfi, r^zvy 7 -^$j ©*#jdk-?-j&s % r^ 
■fbTk^Sj fetL. r^fbfcltj t LX it, ±12 r&fls7k**j 

£>*1/5. r&{tfoX-XA'7 7-A'3&l bLXtt.-W*.t£, T)V 
*rjV-7,)W7 7— /Vj, 7A'^=/1'-X/U7 7=A'^ T/Vdf- =.^-7.tVy 7 — 
ZP|£ % i/y n 7'zl'df-zl'— ^^7 7=-l^%, i/>7 u7 jV^cjV—T }l'%-ji'—?,jV7 7 
~/i'm^<Dmmi%'(t7km- 7 -s^& '• r y-^-^77^*, yy 
Z^ dr zV - y. 71/ 7 7 — A"li^ >S S ^ tf b tl Z> . 

rT/^df-zu— £ LTt± ^f/vx/vyr^K 

^z^y 7 ~zK n — yo fcVu^zl'y 7 — /K >f yy°o tA'7/U7 7 i A\ n— y 
f/l/^/l/7 7=7K -f yy^/V^/^y T— 7K sec-yf/W77-/K t 
e r t n — 7 =/i^> >T y^v^vw^A'y 

7 rizV', ( 2 — y fv^y^vi') 7 ^ 77 -^ (i — y ^vuy^vi') ^^y 

7 =/K (l, 2 — S7y ^vwyn tf/u) ^/1"7 7=/K (1 — 
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fcW) ^/P7 7-/K n -^ 3 r' 77 V 77 V 7 7 — A\ ( 4 — y 7/W<77 

,U) 7 /U 7 7 -/K (3-^f^f^) 7/W7 7-/K (2 - y 7/V^777V) 

7/U7 7 =/K (1 -y7vW<77-7V) 7/U7 7=/K (3, 3 -'^y ^vy'TW) 

y,uyy^,u, ( 2 , 2 -S^y 7;v77vv) * 71 V 77 — /K (1, l-^y^vT - 

5vV) ;*7V7 7 33 7V, (1, 2 — TW^TW) 77V7 7 — /K (1. 3 — 1 / y 
=f- )V~f ^ )V) 7/1^7 7 -/ W N (2, 3 — v*y 7/V7'77V) ^^7 7 - 7V, (2—31 
77v:/77v) yj^y 7 — 7 K ( 1 — 3 i^ 7 v 7 r 77 v) 77V77—7V, (1— ^Tvv— 

1 — =f-)\,yfu fcJVv) 77V7 7 317V, n — ^7'’T'7V77V7 t — A\ n— 77 77V 

7L71/7 7— 7W, n-y— 7V7/V7 7=/V, n -7^77V77V7 7 — /K n - V yf 
77V77V7 7337V, n~ KxvW77V7 7—7V, II — h 7* '77V 77V 7 7 337V, 
n — T" b 7 x '77V 7 71/ 37 7 317V, n — ^7^7 7 /V 77V 7 7 -3i/l/|§i(7) C j ~ C x 5 
©itt^Xtt55“^3K©T7V^7W- 77V 7 7 -7V$;&S ib*L5. 

rT7^=7W—^7W7 7=7^3IJ Htlt Will lf=7^7U7 7=7K (7"n 

/n“-1-j: 7-1 iW) 77V7 7=7V, T U 7V77V7 7 =7V, >f y^P^^V 

77V7 7 337V, (7'^ r — 1 — 317 — 1 — -Y /V) 77V7 7— 7V, (7'^— 2—^7 — 
1-4, U) 77V77-/K (77- 3-317- 1 ~4^) 77V7 7 -7V, (2~7 
fyVT'n/'?- 2 -xy- 1 — f 71^) 77V7 7—7V, ( 1 -y f-7U7d^- 2 -^7 

— l-'lW) 7/U7 7 X 7V, (^<77— 1 — x: 7— 1 — 7V) 77l^7 7-/K (^ 

77-2 -3:7- 1 — <7V) 77V7 7 — /K (^77-3 -317- 1 -4 7V) 77V 
77 - 7 V, (^< 77 — 4 — 317 — 1 - 77 V) 77V 7 7 — 7 V, (3— 7 77 V 77-2 

— in.>— 1 — 7 7 V) 77V 7 7 33 7 U, ( 3 — 7 fvV77 — 3 — 317 — 1 — -Y 7V) 77V 
7 7 3177 (^df-f— 1 -3C7- 1 — A 7V) 7 7 V 7 7 - 7 V, (^7-2-317- 
1— ^7V) 7 7V 7- 7 317 V, (^^7— 3 — 317— 1 — -Y 7V) 77V7 7—7V, 

7- 4 -xy- 1 — 77V) 77V7 7 — 7V, (^.df7- 5 - 317 - 1 -4 7V) 77V 7 

7337 V, (4-y77V^7^- 3 -317- 1 -7/V) 77V7 7— 7V, (4~y77V 

^ 7 ^ _ 3 -^ 7 - l -4,V) 77V 7 7 33.7V, (^7 P ^— 1 -317- 1 -77V) 7 
, 1 , 77337 V, (^-7 p ^ - 6 -317- 1 -77V) 77V7 7 1 -31 7 
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— 1 — X 7 W) xxi'X 7 =7K (ir$ $ — 7 — ^x— 1 — X 7^) ^/i'7 7-/K (7 
-j-— 1 — :xX — 1 — 'i )V) 7/1/7 7 '/^ ( J ~f ~ — 8 — 3iX — 1 — T 71^) 7/1^7 7 
(x ^7 - 1 -iy- 1 — X 7 U) 7 . 7 WX 7 - 7 X (x t> ~ 9 — :*X — 1 “X 7 W) 
77UX7-7K (^77^-1-17-1-^^) 7>fr7 7 =■&. (?Xx#-l 
O-^V-1— >f7W) ^/U77=^ ( Kx# - 1 -XX — 1 f 7W) 77WX7 = 

7K (KX*-1 1 -X.X- 1 -X7U) 77UX7-/K ( h V X#- 1 V- 1 . 
~X7V) 7/U7 7 -/K ( h y xT7 - 1 2 -^X- 1 ~X )V) 77UX7— 7K (x 
f 77 ^- 1 — =^y — 1 — X7U) 77UX 7 — 7K (X h 77^ — 1 3-lV- 1 — 
X7W) 77l /7 7-7K (^XXx#- 1 -X-X~ 1 — X7W) 77VX7— 7K (^<X 
^X^— 1 4— 1 --f7V) 77WX7 — 71^^00 C 2 ~C ! 

H < 7 ) T 7 l"jr — 7 X - X 7 ^ X 7 =■ /k $ tf 5 # If ^ tl 5 , 
rT- 7 U^- 7 U— 77 ^X 7=- 7 l^$J £ Uttt, au^~jV7^)V7 7 =-)V ^ (X" 

a^-1 — i y— 1 -X 7 W) 7^)V7 7 =-)V, (-?&/<- 2 — X x- 1 — X 7 i^) x. 7 ^ 

7 7 =.;V, {??- 1 -XX- 1 ~X7V) 77UX7=-/K (^“3-^y-l- 
X7U) 77^X7 — 7K ( 1 — X 2 — X X— 1 — X71-') 7/l^7 7-/K 

(s<y? — 1 — 4 y— 1 — X7W) 77 ^X 7 — 71/ N (^X^ - 4 — X X — 1 — X 7l/) 
771/X7—7K (^drf-- 1 — X X- 1 ~X 7W) 77^X7=7K (^F-f— 5 “X 
X— 1 — X7i/) 77 I/X 7 — 7K (^-X 0 ^— 1 — X X— 1 — X 7K X — 6 — X 
x— 1 — X7l/) 77WX r^K # — 1 — X X — 1 ^ X 7W) 77WX 7— 7K 
X ^ — 7 — 4* X— 1 — X7l/) 77I/X7— 7K (X ■?" — -1 — X X— 1 — X 7l/) 77WX 

7=7K (7 8 — fX-l-4'7U) 77VX7— 7K (x # ~ 1 “X X- 1 f 

JV) 771/X7—7W (xT 7- 9 -X X- 1 -X7U) *7l>X7=VK (^T^- 1 
— X X— 1 — X7l/) 77UX7 =• 7K (^Xx# — 1 0 — X X— 1 — X 7V) 771/X 7 
-7X ( Kx*— 1 “X X- 1 — X/WO 77l/X7=7X ( Kxjfr — 1 1 — X X- 1 

— 4 /u) 771^x7^71^^ ( h y x# — 1 — x x— 1 — 4 , 7i') 77^x7—71^, (by 

7 ^ 7 - 1 2 —X X— 1 — x 71 ^) 771 ^X 7 — 7V> (x h 77^ — 1 —X X— 1 —X 7V') 
77^X7— 7l^ % (X h 77^ — 1 3 —X X— 1 —X 7 1/) 77^X7— 7K (-^XXx 
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1 1 -'(JV) 7)V7 7 1 A—'i'S—l—'i 

7 ;i,7 7^©C 

r □ 7/P^r/l^- 7./V7 7 -/^SJ t LTWu 0i]x.(f, v'^DyotVl'7^7 

'>^ci^f/^/V7 7=/.K l/^u^^r 

i//W^/V7 7=-/K '>^n^7’f/^/l'7 7=/K V^D^f/^^7 7^. 
§OC 3 ~C,©'77 nT^^7W-^/V7r=^S>i J ^»f £>*l5o 
r-y ^ n 7/lz^/l'- 7^/V - ^^7 7 -^SJ fc LTfi* (v^nT/ci 

fcW^^-A') 7/U7 7=/K (l-^^n/Dtf/Hf/l') 7/U7 7=/K (2 — 
'>7 d7p t'/vxf/i/) t^)V 7 y ~)V^ (3 — *v9 d7b tVV'T'n tVu) ^/V7 7 
-yu x (4_^^rn7’nt:’^7f^) 7/V7 7-/K ( 5 -v^ u 7 "p 
7i/) xa-:77;=./K ( 6 - '77 d / d '7/W ^/W7 7-/K (v^n:/^ 

A'fJ-fr) 7)V77=-)V^ {'s7 Xi-rZ-'S^f-jV^^jV) 7^7 7=^ (v'^ciT'f 1 - 
7V-^ 7JV7 7 ~t\s^ (v^ 'f-Jl') 7.)V7 7 =-)\s^ (v'^n^^r 

v'/Mfvl') 7 A '7 7-/K ( 2 — (3 — 

u^^-'y/vzfu t°;u) 7/1/7 7-/K (4 - v^ 7^;V77 

-jv, (i/7 u^-f =f-jv7 =f-jv) 7/V7 7=/K (v^ n^^fvV'^fW') 
r -/K (6-'y^nt^f/^'>/V) ^;i/7 7-/i'f©C 4 ~C 14 0v'7n7 
jV^riV-T) V^-)V—7)V7 7 ~/l'3S/5 s #tf bti%o 
fT y -,v-7)V7 7~>^\ 0 i Jx.f^> 7x=/^/l^77=/K 1“ 

t7f^7/l'7 7=/K 2 — -f’7*5‘fl/7)\'7 7 T >" b y )V7)V7 7 =7K 

h y /V^7l^7r=/w > Tir^“7 7 5 : -l/—^^/^7 7=/l/Htf)C 6 ~C 14 0 
T y —/l' - 7. 7 7 b ft 5 o 

7/U77- /V^Sj b LTlft #lx.f£x 'O&jVTsA , '7 7-/K (1 
— ft7fvM ^VW) 7.JV7 7 =. /K ( 2 --yy^JVT- fv^) 7^7 7=/K (T^ 
J*7-fc:=7l^ ^VV) 7/1/7 7^/K (7xt7M^-/^^f/ |/ ) 7/V7 7 ::: /K (T 
-feftT'f'l"'— 5vl") 7*JV77— /K (S^xi— yl'^fVl') -X/l'T 7 7 =7K (1 
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^/V7 7-/K (2-7x*fvl0 7/V7 7-/K (l~ ( 1 
7 ^/U) :x 5 vU) ^/l/7 7 '/K ( 1 - ( 2 -^757^) 3^yU) 7/U7 7-/K 
(2- (l—j-7^;l') cn^-yU) 7/U7 7-/K (2— (2-t7f/l') cn^/l/) 
7 /l /7 7 =/K (3 - 7 i^/B fcVU) 7/W7 7-/K (3- (l-'^fvl') 
ynkVu) *yk 7 7-7K (3- (2-^-7^) ^ntVW) ^/V7 7-/K (4 
— 7^77= 7K (4 - ( 1 — T^W) *7U7 7=7K 

(4- (2--7-7^-/V) T'fvU) 7/1/7 7 -/K .( 5 — 7 ic^yWO'^Tl') 7^7 
(5- (l-t7f/V) ^7^) *yl'7 7— 7K (5- (2"t7f/>) 
'O'fyl') ^/l^7 7 =/K (6 — 7x.— 7 ^— 7^7 7=/K ( 6 ~ (1 — 
t 7 f-/l/) — ^r'WI') 7yP7r— ( 6 — ( 2 —i~7 ^yl') — 3r'77V) 7lV7 7 
-yU^<£> C 7 ~C, 6 <7)7 7 71^71'- 7s ivy 7 — kftSo 
F/NP^>''fhi7yW^r/V-7/V7 7 : =-'^Sj t Ltft, r^y^7 7 — 
cpflS r^NO y^-fbT/l/^r/^Sj (7/W^-n^ 

^-yu) yivy 7 7 / 1 ^ 7 7 -;i / N (T’n^ey* IfvtO 7./U7 7 

-yU N (3— K^^/W ;7yl'7 7.=7W % {'^7 JV^XJ ^ S f-)V) 7/l'7 7-/K ( h ^ 

7yw^-n ;* ^/l') 7/V7 7-/K (h!) 7 od7^) 7/V7 7=/K (2, 2, 

2 — h y 7^toxf/l^)7/V77^, ^ 7/l^t o xf ^/) 7^7 7 =^K 

(3, 3, 3 — h V 7/^^*o7 s o t°/W) 7/U77-=-7 W n (— 7"^ 7 7U;3* o 7 s o tWO 

^yW^7^/K (—7“^ 7^ct^ 7 7 s a tVW) 7yW:77=7K (7t7/Vtn7' 
^yv) 7.yU7 7^/K (/■?— 77U , ^“n^^r'7/W) 7)^7 7 — 7l^£> 1 7!?3* 1 3-(@co 
/N D y $ ft/c c ! ~ C 6 n y 7^7 7V^r 

yU- ;* yU 7 7 — y^g# £> tl 5 o 

^7 0^-7^7 7-/!/$] iLTFi, r^yl/7 7— 7l'2=J ^ 

rnflj 5>tbx r^xniiJ £ LTte. ±!S ^rnilj 

btb5o r^rci-7/i/7 7^SJ tl'Cll 

^7071) -yl'-T7l'7 7-7US. ^OT IJ — 7l'-77l'7-7-7l' 

$ N ^^^«-^o|l-^yU7 7-7WS, 
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7.JV7 7 btlZo 

— 7U— t L-Tf3\ -Fll (-Y ^ tf'/—)V— 

2-4 JV) X/U7 7^ ( 1 , 2, 4— hy f/10 W7=/K 

(t° y v 5 ^— 2 — 'f/W) TWW? 7=7K (t° y V^ - 4 — -Y 7l / ) *71/ 7 T— 7 K ( t° 
y ^ 2 — -<7l/) *7l'7 7=7l48E©2£:& 5 ai*rf 

O T y — 7 V — ^.7UT 7 7 — 7UiSj t LTteU ('C'X/f ^ ^ X“/K 
- 2 -^ 7 ^ 7^7 7 =^ (3V y v- 2-^71") ^^7 7=^ (^r/y^- 

4_^ 7 V) 7s/V 7 7 ~;U%£(Dgz1) l ^f bti&o 

n^-*7l/*7=^gj ittlt, (3-t°nyi7 

-, V ) *JV7 7=. 7K (4-bT^y 5?=7U) ^/W7 7 

7 =-s''&J klsXI*. ffltti., (3 -4's 
]^ryri/lx) 7.JV7 7 — 7l/, ( 4 — 7 d _: ?’-=-7^) ^71^37 7 =-7U^©Sd 5 ^l"f tl/S 0 
fTvvi/gj £LTr±. f!lx.l3fx *7i/5;7i/g, ^y ^-^rv'a-f 7i/£, ^*7V5; 
7^S> #7W* j E‘-</ 1'£, f^#7W^-Y7l/£v 3*71/7 7 c &'l'7l/3£, 7^)V7 -rT-^ 
^7VS, #71/#'^ '7$. *7l/*S> : . 
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29 




WO 03/103647 



PCT/JP03/07 129 



(co-lA) R a ^^'fbTfc^S'trfc'SSS: I^HbTK^- . 

1/ y yl^ /K fcVCn-f/K 7 n-'fyK 5 y ;* h^VK 

7^r ij q/f yU N 7° n n ■>{ ;V^ y $ 9 ]) n yf /V\ t? n h / -Y 7K -Y V 9 n h / 

^ yl, v/7 n^^rv / 7l^^7/l'4?=-/K ^7V^7/W#=-/K 

y K 1 _ t7 ^ /K 2-t7F^;K 7x^7tf/VfO$), R al d^x 
K7Df- #/Wtf?-=-A'i£j (Jr^^U : 2 — tV-OK 3-70 
, ^yu N xaf;/f;K -<y = 3f>//f;vf0S) £f£-f5o 
s; ( © — 2 a) R al 2s#tfb7K^fS-e£>5$£ r^bTK^- 

^^-^yi^-yi^j y Y**st>)Vi?s~)V' 31 h^v^U/jwK 7 ' 

*/ R al d5^xn^SX' 

hzm* (Afcfl: 3-bfy^^-dp^/v 

tJ% t 5o 

^ ( co — 3 A) R a 1 £> 5 3S£r r^-fbTb^- 

tf/v^yv-T^tfxi/wSj (AM: fcVW*V/i^<7>Sh R al ^yngiST* 
r^»x n^ — 77 yi'/}? 317^—77 /U/J> =. /v^j iffc't'So 
^ ( co — 4 A) 'CS£;ft5i£<£>' : f J T\ R a 1 d s ^b7K^3ST*fo £>3££r r^<b7R^- 
^^^-^y^-yV-^yUTjfxi/^J h^y/K X^fUA^© 

$), R'^s^rniStfeSSI: /u-;*7/!/7|?— 

/l^gj ir^-f-So 

S: ( oo — 5 a) 'CS$tT/6S^> i: t :, 'C > R a 1 d 5 j^'fb7b^S'C*fo‘5S«: r^-fb7k^— 

T^./W'T 7 7 —7W- T7 71 / 7K-= : -/1 / SJn R a 1 ^^7 d 5 16 £r T^y d JXyU 

7 7 3i /v— 777^7j?^/^$J 

^ ( co — 6 A) R a 1 ^^'fb7K^S'7rfo'5£^r r^fbTKSS — 

n-jJSistf =■*&}. R"jb^7vmmvh?>mz 

*j tfrTZo 

(co — 7 A) R a I d s ^'fb7K^$'C*fo ; SS?: r^-fbTK^ — 
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(c- 8 A) R al tf^{bfciltX'C£>5££r I^HbTK^- 

*/w;7 T =./u— ^^#/V3K~A'j£j> r^r-njg — 

S ( a) — 9 A) -e^£i'i5$<a c i 3 'e, R a 1 ^^'fkTk^S'tr fo 5 3£ £: rN-^{b7R 
^ — ^7/W^-Y /W'Sj : N — ^ f/l-^/l'/^'f/^CS), R al d\^-rn 

^(o- 1 0 A)r*^$tLSSO^T%R al S.^R' ,1 ^-(b7K^*T-fe^S?rrN ) 
N — v? (MbTk^) — : N, N — VtJ-^tnV/^sijV 

^(^>S)> R al MR bl ^TnilX-fc5M r N> N-'J hfngl) -# 
R al ^^7K^$-Cfc>? R bl ^rolStife5S?: TN-^ 
'fb**-N-^nai-1iyfe*^ i e^A'®Jx R al ^R u i s -if-^'7t, 
-etbb^-^uTV'5^Ji^'t*i-^Ts:y£T*fc5SSr 
jvtS=^jv&\ i&frW : 

^ (ffl-llA) ’C35£;h/5Ss© , f , “C\ R al 3^b7kSt£T*fc-5S£ TN-^-fb 

R‘'^rDiS-efc5l?: fN— -roi-f 

<b$Pt*5 0 

^(co- 1 2 A)-e^$tl5S^4 J ’C\R al S.0R bl ^-fb7K^T-fc6ai?rrN, 
N — (mt 7km) -nrluv*^ Asm J> R* 1 MR u ^ro§lt'fe5 
fN, N — v 5 (^xu^) R al ^ 5 ^'(b7k^S'Cfe 

>9 R^^foISffcSS^ rN-^bTR^-N-^xn^-^^-^/^w^^-r 
/I'S.U R al 5.t7R bl d5— 

rn^tT^ J £ffc*f5o 

^ ((U-13A) R al ^{b7k^S'Cfo5S$r rN-^{b 

R'^^rDiSt-feSS?: rN-^rni-^/i/ 

7 7^^^$ J 
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5£( ffl - l 4 A)X^£fr5^^X\R al &U ? R bl 3^fc7kltBT*fc'5$£rN, 

N _^ fcfjf) -7,j^y 7 =ty(;vm J (APJ : N, N-^^W^7 7 ; E' 
-< /l^<Z)$h R al &tfR bl ^-rn#g-efc3g : £: TN, N-'J 
*/W7 T ^/w*.u R sl ^^b7K^$-efe‘9R bl ^^7 i o^$-efc5S?: Tn 

7^Hf /i'2£j> R a 1 RtJ ? R b 

yVTjxnyi^SJ (*&#!] : 1 — fcTo tffcfSo 

^ (o-l 5A) X^£tl/ ; 5i£<£>‘ : l 3 X> R 8 1 ^^'fb7K^S'C$>-5$?: rN— 

■frM—7*;V7>rt R a 1 d 5 ' N ''r nil2£Xfc52££: 

/V'^^e^yvlEj tf-rfSo 

^;(<B- 1 6 A)X^£ft5Ko4 3 X%R al &T/R bl ^£Hfc7kfSf&Xfc-5S£:rN, 

N _o? (^{b7 KSf) -^/W7-r^“ i &'f/vSjx . R al &tfR bl tf 5 ^7 i nfi$'C'fe'5 
TN, N — (^xn^) -7)V7 4 A'S.L . R 8 ^^-fbzk^SXfc 

«9 R b 1 j&s^t- l”N— ^•fb7K^ — N— Xx-'f 
,vg J% r* » xtfR b 1 X, **b5> $**££• L -CV>5$*JK-7-fc#K:» 

5t (cb- 1 7 A) R al rt s ^ffc7kli$X*fc5$£ Tflfr(fc*3f 

— R'^^rniStfoSl?: r^fni-t a fv / - 

^/WTjN^ywSj tffcl'So 

^ (<b- 1 8A) X^$tt ; 5£co i t I X % R al ^toiIt'S)5S^ r^fbyk^ 

— yjvi 4 ^A / 2£.k R^i^jpISt'fcSSS: f^rpS-^i' 

— */i':7^^A'l=j 

5£(g>- 1 9 A)X^$t^ ; 5S<^ c f 3 X,R a 'RXfR b 1 tf^(fc7klt$Xfc5$£l'0, 

O’ -*J(&<£ tK^) R al &tfR bl 2 s ^-rn^SX*£>5$£ TO, 

o» (^un) 

SXfc5S£ ro-^ftTkig-O' — *#•*•*.• 

( 0-2 0 A) R a 1 d s ^fc7klf3SXfc52£ : £: r^-ftiTk^f 
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f^rni-7 /U/fc =;HEj <b^i"5o 

s ( co — 2 i a) x**$n5S© t t i t\ r^bTk^. 

-*/V7 -f =/V£j A#0ij: ^ ^ 'SX/V7 4 -/I'l©!) % 

R'^^fPlStfeSM Kfni-^;U7^=/i'Sj £ffc1~5 0 

±1Bi£ ( co — 1 A) ( co — 2 1 A) r^bTK^J tu 

-cf± jbffi i5o 5£ (co — i a) -e. 

i txil, T)V 

tT—fr-luViS—jVgz' T^=- 7^-^/^7K=•/^S^ PT^^r/W-^/VTj?^ 

,l^ x n7Vi"X— fr— /1/1, a7/^y'7i- jv-tt )^=-)^ 

dJ/^/ 1/- TA^i '— — #71^— /ix 

$ ; T V — jv-jjjVTS— zug ; K^- 

^7/V7}?— yl/g ; 7> t'a^^^bTR^— jj/l'tf— /I'M ; TVU"C^^fb7K^ ~ jJSl' 

TS-sum&mfbtiZo UT. H ( co — 2 A) 75M (co — 2 1 A) 

*>IWI«XfcS„ 

±12^: ( co — 1 A) 75M (co — 2 1 A) TAfaij t L 

Tf± ±12 r—xnMj b±5 0 0S*.fcf % ^ (co — 1 A) X* 

^£±5 /I'M] ±LTf± IS^fnJ D-jv 

7 !J -/I'- 

xn^-77 7^^'— A'Sv 

5, fiTF^ 5£ ( co — 2 A) TbW. (co- 2 1 A) 

±12^; (co— 10 A) 7y$ ( co — 1 6 A) 

a ti± ±12 r^r^ysj 

^-tdf± x #KL=&1-5i§£-£i&t. 1 MX 

f2 2(®£Jt±<7) rg&Xj %^[1rZ>W;&1) l hZ>Z.t$:M&i-Z>o 

m&&(omm, B&££>(@it 2(@w±og& 
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ftteTZ rg&gj t LTft. FiJx.t'f, ^nyyg^, ^±=¥y$, 

= hoi v ihnys, v7ys^y'>7ys, '>7t hg, W7t hs. 
'fy^T-thS, ^yft'y7thS> t Kn^r'>$, 7^7 7'^ 

7/V7 7-/^/^-/^ WaS, y yi-^rtn$, ^±27 /l^' 
^v/$, ^y-yz/w^-'f 7 ^S n 

7 / 1 / 77 ^/^ y/uyyy$. *>V7 y^y 

^-j-^e-i' ±y±y3£, t Kndf-y±y>± — A'H, ^HtyJc^lK n ^3i , 

pUk,7kB-**'>£s ^f nf-t^yS. ^bTfc^-y/i^y 7 — /^S^ 

-/h, ry/ws, 757S, t K^y/S, tK7'/y^ v^t 
ywK$, ^r~-yy$, yz/w^^viM^s 

(7v^yi),7yKI,-<?yS> t Kn^y75yS, t Kn^w ^y$, 
7^/t^->s, i/T'/m, t^/w^yyg, -t $: yz/w^yv 2=, 7077 = 
zi'S* $777/I> ±*±ny$, ±yt;$, tt'U/i'S, V 

y 7^$x 7?-/i/|, -fe: y — yv3£, ^r^r'y C 1 35 5 *C# <5 0 

±IB r#^£$:^b’CV'-c 1 b<i:V'j r#msj 

ZM-a^ t£2fli]&±£>gi&ji={t, ±ti/b/5 s £ra incftoTii^ 

S^T^cLT’b tv\ icot 5 (^tl^t 1 ) t 

it, 

g# 1 fi^±'^T£3'i'7:v'-C , b t < x ^St±fcte HSi^iogglrS^^&bTV' 
Xb^\ ^Stlt, ^^XfXfl'a-#^^>V'-ftvCfeoT’bJ:<, ^»*Xft 
<D V >i“ tl/T* £> o T% t v \ 

±12 rg&g^i-cv'-c^tvM <7>^^ic4o}t5 rg^gj it, ^g^£±<o 

±12 rg^Sj ictoXg^$^-cv>-cttv\ g&S 

<dUM. 2m±og&g-eg 

&£ft53§£-t-f± ±tibit^--efeo-ct^^o-cv'-ct)J:v\ ±<d±5&#1 
tiT, tfdztlt, /M3^WbT7U^-t/7^^S (MM- h !I7/Vtn7 
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tf/i'froS), : h V 7 )V^r 

:/^yU7fr— yl^collh 7v'/l / -^' d rv'$v 7’S'Vl'— 7JV7 y =^1, N— i^bTfc 
N, N — v* (&*&**) -7^/S, N — .fDi-7;yi, 
N-^-fb^-N-^r-BSS-r^ 7v/v-7';;l, *? (Tvvw) -t 

5 y fctiSo £fc s ±ia rg^sj ±-c® rg^j tta»5?cic*> 

rrvW-^v'Sj £ LTte. rt Kn^Sj <7>7k^I^^i s rT'>/wSj Trg 

yU:?7^yt';t3rv'£> ^/1/t^v't^fv'i, 

Tfr^^rv'lEx Zfc.tfTfS^ : 
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R i2 S.t;R b2 fi, IrI — Xt4ft*oTx SMbdcStS, X^fnSSI:S 
1"j&\ fc5V'fiR a2 &U ? R b2 tf s — 
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±12 
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5$ (co-IB) R* 2 ^{t7fc^S-CS>6£tr tpkitfc^- 

jjA,tf=.As-jt*z/m} (M'frW-7-tb*^ '<'S'/'(JH-**S&<D&) S R a 2 

(a) — 2 B) -e3c$4x6$<2 c f 3 'C\ R a2 ^{b7K*ST*fe^.S^ 
tuisTS—jV- R a 2 ^^y 1 n|iSX*fe5S^: 

3r'>— j&yloj^yU— tffc'f&o . 

5£ (co — 3 B) T*^^tL5S^'t , T\ R i2 «7k*Stfc5S^ tpkikjkM— 
^7/U7}f-/^ — ^7 /UtK— A'— R a2 ^7niSt'fc5$S: r^fni 

— ^7/utK— yu— jfc/t-'/tf— yu— .tf-rf-So 

( ffl -4B) ■C^^tl'SSco^'C^ R a 2 d s ^'ft;7K^$"C^5£^: r^-fbTfc^ — 
^-^f-'>— -ft j3jvi$~jii/— ^■^f-v'Sj^ R‘ 2 i^fnilt*fc51§: ^ 

^ ( co — 5 B ) 'CS£ti,5$tf> c f 3 7?> R a2 ^Mb7K^£'Cfc'5£$r f.^bTR^- 
7^7 7=/V-^/^^-t^r'>Sj, R l2 ^TPlItfc:5M ^td 
H— 7;l'77=^~ ^yl/T^yW— il^-f^o 

( co 6 B ) R a 2 ^^b7k^S'Cfc-5£5: r^-fbTK^— 

yv -;*•=*• '>£.u R a 2 ^^-r 

/1^/Jf-yW— 

5S (co — 7 B) T'^£tL -5 $<£)'£''£% R a 2 d s ^'fb7K^$'Cfc5£$r TObTRSf- 
ir^c'y — =f-$-J] jVifs =./],— ^-=3rv'$J > R ,2 ^7Di$tfc^$5: ^7D| 
—$-%■'>— J L $‘$;i'78=.ji'— * f-'>$J £ffci’5o 

s£ (co — 8 B) R a2 ^^7K^S-C*fc5£^ r^bzK*- 

7.)V~7 7=-J\y — yU — R a 2 >5^xnjii£7;fo'5i£ : §r 
•fng- ~^)V7 7 — yw— f^T/yi'jj?— /u— ;t' d f-'>|£j b$fr1rZ> 0 

( co — 9 B ) R a2 A3^7K^S-C*fc5a^ TN-^tK 

m-t 7/w^^-f/u-^-^v'Sj, R a2 ^TDllt'fc5llr rN-^rni- 
^yw^^fyv— 
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^(co- 1 OB)TrS$ti/'5S^> c f J t:\R a2 ^.U ! R b2 ^^t,7k^£T*fe'5$ : S:rN, 

N-S? 4/1' J, R a2 RU t R b2 ^7^^$'C 

$> -5 2= Tn, N — i? ('■''T' n HO — ji 4 /l' - > R a 2 ^ijjHbTK 
iSt*fc?) R b ' 2 ^7DiSX-i!5 5M rN-^bTk^-N— 

R i2 RxiR b2 ^-m^^x, 

if t ; St* fc 5 Sir 5; / -jj/is#=. /u-^^v'Sj iS. 

1-5. 

3$: (ffl-llB) R a2 ri^fb7k^f &■<?&> 5 TN-^-fb 

7k^— R a 2 M&X &>%>&%: rN— ^r' 

nf| — /U— 1’ :3 rv'2!=J 

^(co- 1 2 B)^^£ft5£^T\R a2 &tfR b2 a s ^b7k^$'t'fc5$£rrN, 
N-v? (^fb**) J> R a2 WR l2 i^rnl 

£-C&>5$£: TN, N — v 5 (^xn|g) — ^;t#/W^^/V-1-3rv'2£.K R a2 
^M-fbTK^S'Cfe D R b 2 1£'^ z r P^£t*fo6£$: Tn — ^bTk^-N — 

— — 1~3rv'2£.k R ° 2 $itFR b 2 ^ s ^ {ci o ”C N ■?:ti't>^ i /^'n' 

rut 

. — 1 _:3 rv / iiJ <t$fc1“5<, 

(o — 13B) R a 2 ^j^'fb7K^St?fc5£ ; l: Tn— ^{ b 

— R a2 ^rDS$t*fe5$?: rN-^ 71 3 

g|— ^jvy rX'i )V— 1 _ 3rv'3£j 

^(co— 1 4 B)7?S£;ft53o4 I T,R a2 &l5R b2 i& s ^'fb7k^2£'C£>53££:rN, 
N-v 5 (^bTK^) -^77^^-t^rVij, R“ z MR b2 ^7nIl 
t*&5S$: TN, N-v 5 (^pSI) -^77^ R a2 ^ 
tt^-efo!9 R b2 d^r nat®T?fc5£«: rN-^Hb^-N-^-r n^-* 
/V7 7^^-^VSj, R a2 5ir/R b2 ^-^{c:^o-C. JtttfesJSJS'&bTV' 
5 gstjor?- 1 *{d^^T 5. / m X jfe 6 £ Sr rm^cT 5 / - * As* -As- * * ->S j 
»i-5 0 
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( co 1 5 B) X^^tlSSstf^X* R a2 ^^-fb^^S'C ; fc‘5S$: Tn — 

7j<^ — 7,)V7 4 )V— R ,2 ^A.7nfgx*S)5)S?: Tn — 

ulfr-X/l'? si,— ^^rv'Sj tfoi'Z 0 

^(co- 1 6 B)X3S$iX‘5jls0> , f , X % R a2 &U { R b2 ;^'(b7k^£X&5g3:rN l 
N-'^ mtfcm) -XAs7 4^*4 As-***/m U R ,2 WR b2 ^foI 
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N-y^/V-N- ( 4 - t 0 ^ y 5/-^) 75 y, N- ( 4 -/n^/P) 
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-^/l/^;l/-^/VJlf^/l'-7 5/ $J 
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^/WTiN— /v— T 5; /^j N R 4 afllExfc^iiE^ r^- 
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7^)V7 7 — a— ; fr/i/2j\:=7U— T 5; / 2£j .. R 44 tf s ^57n:^i£xfo<52!;£: r^7- d 
it — 7,)V7 t ~;v—t) T 5: ySj 

S; (co — 6 d) x^^tbSSstf^x, r a 4 ^^-fbTk^llx fc s 2= £ r^-fbTk^- 
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ss ( co — 7 d) x&SMS^x, R a4 ^{b7k^$x&6g£ r^ibTk^- 
^- d rv'-5 L ^-^^7k=^-T 5 / £j, R a4 ^^xn|iSXfe^>£^ ^rnf 
— ir^r'y— 7 5 / 2£j t^Fi“5 0 
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/vgj. R a4 ^raiitfe5l?: fN -rof-^/W^ 



52 




WO 03/103647 



PCT/JP03/0 7129 
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v 5 (5 L n'±/l^/' ? ' : E-^('-/V / ) — 7^721^ U 5 (7./k7 7 : E‘'l'/lc) -7^7$, V s (•* 
/uy^ftr-l'/^) -7571, v 5 (^/^>y) -7571, U 7 (;x/1//}n) — 7 
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— 75/SJx R aS ^f o^StS)5S?r rtf* (N— ^ 
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tr* (TU— -7^1; E'* .(77^-#^=^) - 

7^/S; -757S; t'7. (^^ D I 
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"Cf^N ±15 f^T - nSSSj b |Rl ; ti£<£ ) 3£ htlZ>o "C^lX-fix 5& (a)— IE) *C 
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LXtts -bIB rjtjftg&^-LTV'-Ck £V\I <D 
fern i-fc'its r«^*j tmmvm&mifb * u c rc 6 ©m^ 

2£"C£>tK $ ^ ^A'26'C<fe>5o ^ZXI'±E^ S; f*t‘'5 
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tJ;v'SS:S^j*E-ct>«tv' 0 ioi5 4Wi:um •— AS5C (D 
Tia^: : 
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±15— (I) IC&V'- C* A<h±TI± 

#T*i\ fiogKittTK^lJR^TJfcSo 

^ZO^ttlc4olt^> r^-O-A (5S1 3 . Alt±!2^i§<!:llli§‘C&5) 
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7xtvM 'O'* 
>gg % t7^i/ylf©c 6 ~c 10 o7u-yX'fc^ Wu 'O* 

^SfcR.tf'J'^ioSI'efclK flktiKSiiifi, 'O-iO^trfcSo 
_hf£j§ Z co^ElSlC&tt'S T^;— O — A (^ c t 3 , ACi±f5^tt t l*jii~Cfe5) Tktf 
5£-X-E (5*#, XiRtfEtt±SBj£g&£!^il'T?fc3) T'^E Ztl 5 $©<fefc £ £> 
fcfitfeS^u*cv'"Ct>J;v'T v— co rg^^j iitit ±sa rg^BS: 
^rt-cv'-ct>J:v>j rg&*j wm& 

107W- £fc. R1ItlU£#2fl£Lh# 
*;ft,kri|g|— T?fcoTfc&*oTV'Tfc.fcV'. 
±Ifi^ZCO^^{d4stt'5 T^;— O — A (^Cl 3 . Afi±IE^^iI^^7:fc6) 2£.t7 
5S-X-E WK X3ttfEtt±lBJ£l*fclS!*’efcS) T*SE£*L5£?>flilK: £ e» 
fCg&SS:# UTV'T’k £V'T u—y] '& r^-O-A (5^. Aii±lB^®fc 
I^T-foS) 2U/3;— X — E (^ c f 1 , X&t7Et3:±15£ii£: PI^T*$>5) T*S£ 
blcS&££:^UTVvrt>.fcl''OiOgaj ’Cfc5$£\ 
r^C— O — A (^q 3 , A(i±|E^Si: Rtt'Cfe-5) RXf^— X — E (^ c t , N X 
XtfEttilSJ&tti: !*!*■?& 5) Si- 1 fcV'LSfiOffifc* 

Sr^-TS'OiOgllj -CifeUx r^;-o-A (^q 3 . Ate_blB£ft 

tmmx-hZ) RTtt-X-E (Stf, XRt*E«±IBj£iteliaS&-efc5) xm 

XhZ > 0 X<Db%, 

Mfcttn Tfa rg^s^y-i zj frbm&istoz&’ek'o. 

HK&SilUt. s'uVym^RXft e r C( 1 , 1 

;vm Xh'O, *fc#i8K:Wu . 

[fiSSFV-1 z ] /NP^ylf, -hnSv '>7;S, k Kn*2/g, * h 
-f y-7°cr tVl-S. ter t -7'f‘A'g. 1, 1, 3, 3--r 
h 7 y 2-7x=./uxf y-l-'f/l/I, 2, 2 -yi/7 7if 

V-l — YA'S. 2 — 9 STJ— 2- (y h3rv/#A'Jl?~A'') 1 — f W£ v 

2-^M i f'7-z-'>7yxry-i-'f/i'S, 
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±|5^Z(D^^jo{t6O^:-0-A (xSf, Afi±|B^«bl^aT*fe5) 
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TfStcSftSSKi* UV\ wOi;l, &&&. 
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2 — v-T / — 2— (y xfy-l-^/L'Sv 2 — # A'^K^rv' 

- 2 - yryiry - 1 7 I= /vxfx/^ (HMf- 

y ,v) xfx/H, by y/M-py^vi'S, 7x 

-./Vjj^ 4— ( b y 37/M-py ^Vl") 7iP^I> 4-7/^P7xX/y$, 2, 

4 -^ 7 /uy-n yxixvuX, 2-:7x^fvw2s, 1 - t Kn^rv'^f^Sv 1 “ 
(y h^ri/xf 5; y) xifvl'S^ 1 - [(-<>'v J /W^‘ :a r'>') 4 % /I 2 — 

f-xx/H, 3 A'Sv l-t°ny/v£ N 2 -y fvl^T'/— 7V- 4— >f 
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/v^ x -r yy^y /ws, t^y 4-'0'S?/nf'<y vs-tnv 

*)?- JV&, (t*a— /I/— 1 — 'fA') y hdrv'777W# 

-/Ug N N- [3, 5 — tfjx (Hj7/Wtoyf/l') #/W^E-^/l^ 

N, N-i7^^7U^7/W^^e^/U$, ^7 7^^ N- [3, 5-t'* (b 
\)7; 7^)\yV N, N -'7yf/^^7 7 ; e 
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=/U*W Kg. (4--h n7x-/V) V^T 

•tfis/l'g, {[ 4 - </U) Tsjvy rXj /W] 7 31— /U} V^Tif — 

±iesrz©^s^*3^s r^c— o — a 

S-X-E (5£4\ X&tfEti±SBJ£&i:I^R , T?fe5) -e^$tL5SOffe{cMt 
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5*©tefc3Efc*lfe3£*^rUTV'’Ct> ^'1-7? u^SRj-eS)5li^&ai»c»4, 
1 - 7 ? yymxhZo 

mZ<Dfem\Zto\1Z r^-O-A (sS*, Afi±IB^«<tPaT*fe5) XtJ^C- 

X-E (^ > x&tfEWtiRJt&fcPJIR-efcS) T?«£ft5*©teK:§&K:|I 

© f-^T- n 7 U— Vj 

&«/*-*- S-JTF- (StJjfH 1 ) t LT, M?s «K3tl!R^&tm*JW^a»&a^ 
isthtc^ 7BJSfi*v'L38m"< fc fc 1 

77^11. ft7x^ tfn^/HR,. .***■$-'/ 
—/HR, ^y^-^rt'/^I, ^TV^/HR, 4 y^-TV— /HR, *<%#'/— IV 
m , 1, 2, 3-^-=3rf"^Ti/“/^, 1, 2, 3-f7i?7'/ 

-/hr, l, 2 , s-Mry-zHR, tfy^st, fymi, 
it. i, 2, 3-hyx^vgt. i, 2, 4-hyr^>'St, ih 

-x-ei^SR, l, 4-**± t’ym, i, 4 -f7ft*yi^y';7 7^ 
^ ^yy Cb] ft7iVg, 'Co' [c] ft7x7i, 
-O'K— /HR, 2H-^y^yK^ iH->f^^/-/vs, 2u-4yy 
'S-sum, ^y'S*^'/-/^ l, 2-^y^y^t/“/yf, 2, 1 

^^'/f7/“/^ 1, 2 -^V^yfT/ 

— /HR, 2 , i-^yy^yf7^/yi, l, 2 , 3 -'C/y^-y-^T'X— 
/HR, 2, 1, 3— ^'/^f-^ry-zHR, 1, 2, 3 -^y'/f.7-i?7'/ 
-/HR, 2 , 1 , 3-^y'/f7'77/-;vR, 1 * y 7'/“ /HR, 
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y-yy^. ih-i, 5 - 

'O'/'sTM iifr*'/'- 'I'M, p-ty^y^m, 

tv Vi?>Ms 7*s^Ti?ym. 

i-'J'sM, 7x.T'y b V 7it7hny 7i, f77h>7S, 4 's Y 

7*-J yM%r<£> s&v^l 1 4 

ffifctt, 5*V'L 1 

^gg^-Cfe 5 x -$e>K:»iS^f4. -f > Y-ym, 

Rtf* yi"< 'J—yv^TQ h Z a 

±fHMZCDfetgl£$5ltZ> f^—O — A (iS 1 ^ AteJclE^iiti^iSTrfoS) Rtf 
s£-x-e (5£4\ x&i*Ett±iBj£g£iwefc*) •e*&*v 5$0teK:$e> 
(Cg^:£?:^rb'CV , '-Ct)<tV^xnTV— 1/\ (D Tg^Sj i LXI1 Jtl5 rg 
IfeS&^bT.V'T.’b <£V'J rg$H£j t P^<£>3£# s ^ff bti'bo 

c 7 V' — i/JtTj^g^'f^g fi^H^PJlAE: $ ^tls 

^n^«P--r*fco-ct>m^o-cvA-r’biv\ 

JilE^Z r^;— o — A Afi±12;£il<!: IHHtTfe-S) &17 

5£-X-E (j£tK X&t7Ete±fE^£IM'C£>5) 'C*$tb5S©teKl$€> 
{£®}&i£3^bTV'T 1 b\};V''^'7 1 n T u—i / j <7> rg|&2£j £ ITU £Piti{^li> 

✓' N n yf 7? h 3 o 

Eo^a^fctt-5 rg&g£^LTV'-c% .fcv'ry < t> rry-/vSj t 

u-cte, ±ie r^bTKHSj ©j&ttfcastt* rry-^Sj 

ft, 7x=/w$, 2-t7f/H^C 6 ~C 10 © 

ry-7w$T-fey> 

±|5E<D^^fc'tto rg^g^LT^-Ck X^T V ‘-A'gJ <D rg^gj fc 
LTWb JhlE rg^S^b-CV'Tt iV'J (Dfemz.WfZ rg^Sj tfflMo 
gfls^tfbftS o y — A'E±T*^a&{£gte ! i$ : t-P££$ft'f\ 

&$as2fi&Jt^-*-5»£\ ^ft&ttl^— TS>oTt>&*oTV'Tt>*V\ 



68 




WO 03/103647 



PCT/JP03/07129 



rgjfess:^rurv'Tt>J;v'7 r y*-/wSj 

LTV'Tt A'Mi T?$>5£Hh £H£fctt* I^7x-/1/Sj, t i? 

W&7x-=-^&}, RV r3fi£H±oa^SS:^rf 5 T'£>«3> JEKl# 

jfifcHU rv?g&7:c-/V$J T*fc<5o 

rgtfeSSr^TLTV'*C't>«tV'T I> — /W3£j £ 5 ri?f^7i 
=/W*J TIE rgmssis-l ej fc. 

[®&g$M-le] 3, 5 — tr^: (b'J7A'*v* l f‘JU) 7xx/H, 3, 4 
-7 P ot"l/7WV7x-/H, 3, 5-‘^no7x=/^ 2, 4-i7fc 
Koif-'>7x^i, 2, 5-$?* 2-^no-5- ( HJ 

7/^n>f/U) T7m=/U£, 3, 5-tf7 [(1, 1 7x 

=. /l^s, 2, 5 — t"7 ( h v yj^X-VL * *5- As) 7x=/H, 4-7nn-2- (h 
y 7/M-n 7 m 2 — 7/M-n— 3 — (h!)7/l'to^fA') 7 

4 - 7^tn - 3 - ( M) 7 /V^ d ^ f /l^) 7x- 4 -^dc 

— 3 — (H)7^tP^f^) 7x-/l'I, 3— 7/W^*n— 5-' ( h V 7/l'$-u 

7*.=. 7Ug N 3 -Tn-=E-- 5 - ( h V 7JV3rutJ-/V) 7m — ;V^ 2 
-7/^n — 5 — ( h V 7 JV-frn ^ J-jV) 7x- A , 3£> 4— =• h n — 3— (hi! 
7 jv^ru 7-=f-;V) 7xn/l/g v 2— =■ hn — 5— ( h ]) 7 J^iT'o. 7- ^fvU) 7 mm 
/V$, 4 - 77 y - 3 - (M)7/^P^f/V) 7x=;l/I, 2 — 3 - 

{Y')7JV3r n^^/U) 7xx/l/g, 4 -7*^-3- ( h U 7/W:*-n ;* ^vU) 
7x=^I, 2 — 5 - (h!)7/l/tD^f/l/) 7xx/k|, 4 -t« 

'>-3- (M7/^n^/l') 7xi 3-t b**S-5~ (bl)7A'* 
p^f^) 7x-/H, 2-> h^r'>- 5 - (HJ7/Vtn^f^) 7x-/H, 
2-^f/V7/U7 7=^-5- ( MJ 7/WtP^ ?7V) 7xx^l, 2— (1- 
t°n!)'7-/l/) -5- (M)7/^P/f/l'.) 7mm/pg, 2-^!)7-5 

- (H)7/VtP>f/V) 7mm/P$ % 2-^nn— 4 - ( h ]) 7 jvirxi t fvw) 
7xx/l/I, 2, 5-V77PD7XX/1/S, 3, 4-'77 pp7xx/U$ % 3, 
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5 -v ; 7/^D7 2 =-/l'S^ 3, 5 — V?— hD7i 2 , 5 — fc"y [Cl, 

1 - is/ ^JU) :cfvU] 5- [(1, 1-iP/f-^) - 2- 

y h^ryyx^/l^ 3, 5 — '3/y fvk:7 xx-yuSk 4 -y h =¥ '>£*7 xx/k— 
3 — f,kg N 3 , 5-'^^ h*y:7xx/k£ % 3, 5-tf* (y h3r'>;fr/M?- 
)V) 7xxyPg N 2-7 , P ; t- 5 - ( h U yjviru y fvl') 7xx yk® N 3 -y 
h^pyj&yktfx /V- 5 - ( h y ^/k) 7xxyl^ 3-^7/V'#'dr'>- 

5 — ( h y 7/^n^ =f-jV) 7xx/Pl£, 2 — ( 2 — t7f/^^k) — 5 — ( h 
!)7/l'tnyf/l') 7xX/Pg, 2- (2, 4-v?7Dn7x7^rk) “5“ ( h 
y7/l'to)if/l') 7xx/Vi!^ 2- [4- (MJ7/^n^f/l/) t^y^y 

— 1 — Ok] -5- ( C y 7/W^-p y 5vk) 7xP A'Sk 2 — ( 2 , 2 , 2 — h 
y 7 ypy*ci -i- C 3r v - ) —5— U'ii7/l'^'n^f/i^) 7xxyi/'2£, 2^ (2 — y 
h^y7xy3ry) -5- ([!)7/^D^f^) 7xX^S, 2- (4~^P 
p— 3, 5 — 'Jy ^jvyzc./ dp-y) —5— ( h V y J^^-u y ^;V) 7xp^$, 

2 — fc’^y s?y - 5 — ( h y yjv-tuy-=f-jv) yx^/u£^ 2 — (4 — y^vwy 
^J5r'y) - 5 - (M)7/^n^f/i') y =.~;V^ S 2- (4-7dd7x; 
d^y) -5- (\-')y Mvy=}-)V) 7m xypg, 3, 5 — v^/VzJ?^ '>7 xi — 
/^£n 5 — y ^"p tVV'— 2 — ^ ji— 2, 5 — b 37 xx/i/ 

2^ 2 , 5 — v?y f/1/7 x— ;wS N 5 -^pp-2-77/I, 5 — v’p^/kT. 

yP7 r-t'fyk— 2 — y l>3f-y7xxyi/-3S % 2 -^dp-5-p[p7xp/wS, 

2 — yh^y— 5- (y mx jvynv/^^;v) 7x=/i'I, 5 — T*fe fykT ^ 7 

— 2 — y f'^f' 77 xx/vl, 5— y h ^y— 2 — y f/ 1^7 mxyP 2 £ N 2 , 5— v? 
T'h^v' 7 xx/V'$, 2, 5 - 'J'i y^yf^/vy-^rv-Sx 5 -77/W^-i'yl'— 2 
-y t>dry 7 xp 5- [(l, l-'^yfvk) ^ptvv] - 2 - 7 x/^y 
ymxypg, 2 -^^y/M-^f-y- 5 -y y yyykzfcxyi^ 5- (2, 2-v 5 

y ^■/i / 37 p D tf^x/p) — 2 — y x.— 7 kS x 5 — y h^-y— 2— (1 — t°p 
y yp) 7 x.x/p3I n 5— ypp — 2— (p — f'/kx.yy/p/ftxyp) 7x-7i^I, 

2 — ypp-5 - (p - h/Pxy 7 /Ptfcx/P) 7xx/l/I^ 2 -7A-y-p - 5 — 
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/ *77/Mn-A'£, 2-/ h*7- 5-7m/*7g, 4 -/ 5vHf7m-/V- 
-3 — f/U$, 2-/h=*r7-5- (l-^f;l/-l-7x=/Wxf/i/) 7m- 
/Ul, 5-^!)y-2--Fn7i-/H > 5 -7 /I^p- 2- (1 — f 5; 
¥'/V;i') 7x^H, 2-;/5vU-5-- ^71-/^ 5- [(1, 1-7 
/ ^/V-) ] 7°D fcVl'- 2 — fc Ko ^->7x- /I'g, 2—/ Mr'>— 5 — /fvl-^m 
=. /V'g, 2, 5-57/^0 71-/1/1, 4-^77 , ot>-2- ( MJ 7/M: 
B^f/l') 7m— /V®, 2-— f-n — 4- ( HJ 7/U^-p / 5vW 7 3-/PS, 
4-7 "p j &- 3- (HJ7/l'tn^5/i/) 7 m— /w£, 4 -:/p •=&- 2- (hi; 
7 /V^p / 5vv0 7x-^S, 2— yn^e— 4— ( h U 7 /t^ p / ^-;V) 7 m — 
4 — 7/V'^n — 2 — ( h V 7/v^‘ci 7 5v^) 7 m— /v-36, 4— -t'y7°n/K 
3-7-2- (HJ7/Vi-o7f/>) 7mx/Vl, 4-77/- 2- ( H^7/Vt 
P/57W) 7rn=/V$, 2, 6 — 7^f / 7°n tf/V / 7 x-/Vi, 2, 6-7/57W 
7m-/Vg, 3, 4 -7/57W7m — /Vi, 2, 4 - 7/ a P 7 m =/l^S v 2, 

3 -5^f/V7x=/Vi, ^ y^y - 5 — f/H, 2, 4-5^f/V7m=/Vi, 
2, 6-57no7x=/Vl, 4-7'o^e-2- ( h ]) 7/I^p / J> 7) 7m 
— /V®, 3, 4-xf V//t^v'7xr:/Vi, 3 — / n p- 4 -77/ 7m — 
/I'K, 3-/PP-4- (MJ7/Vto^ 7x-/Vl, 2-/PP-4 

-77 7 7xx/vi, 2, 3 -7/ p p 7m— /V|£ s 4 — -< / 7°P tf/V — 3 — / 
f/V7x=/Vi, 4— [(1, 1 — 7/ Tvl'O 7 P PtVU] - 2 - t Kp ^77m — 
/I'S, 3-/PP-2- 77 /7m — /V'S, 2 - 77 / - 4 - / 5S77 m — /l^> 
2, 2-57/Vtn-l, 3 -^<7'/7^-^y“/V- 4 — fj 2, 2, 3, 
3-rl'77/VtD-l, 4 -^7'/7^-^r-fe7- 5— -r/v£, 3 — /pp — 4 
- (hy77Vto/<5/V7/V7 7-/l') 7x^1, 2 — — h P - 4- (HJ7 
/U^-p/bdf-7) 7x-/VS, 2, 2-57/VtP-l, 3 — '<7 77^-^r/ — 
/U- 5 --('/WS, 2-/5 L /y~4- (HJ7 /V^b^ R/) 7xx/Vi, 4- 
7'Dt- 2-7/VtP7x-/Vi, 2, 4-tfT. (/ ^77/^-/^) 7x=/V 
2, 2, 3, 3-7F77 /V^b- 1, 4-^7'/7^-^r-ir7-6— Y/y$, 
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2 4 )\s- 4 — ^ P P7i^I> 2-7 'p ; E- 4-7/Vtn7x^I N 

3, 4-^> h^77x^i, 3, 4-^7/Utn7x^l, 3 -^dd- 
4 — f. ^'> 77 x-/U$ N 2 -^dd- 4-= ho7x=/VS, 2, 4 — 'Jy >V 

2 -yo^e- 4 - ( h 

U 7/VtD^ 7xx/Ug, 3, 4 - '>7 x =/l/S, 2, 

4-tf* ( hy 77 Ut|-p 7*771') 7xx/i^S, 4-'>T7-2- (MJ7^tn 
^ h^S/) T^xiyWg, 2- (4-v'777xy^'» -5- (MJ7/Utny 
=?-;V) 7x^1, 2- (4-7* h^r'77x/dr'7) -5- (hy^yw^-a^^ 
/W) 

±l2Ew^^{c:^o(t5 rg&g&^LTV'Tfc £v'7y— ^gj & r^g^^xi 
xx/U$j -efcS#^ JEtHfri Sfctt* I" 2 , T3, 5 

-^*&7:c=/l'gj T*fc-5 0 

rg^gtrWETV'-C’biV'TD— /I'gj ri s r 2, 5-i? 

g^7xi-ywgj UTt4, TIB rg&g$M - 

2 e J 

[g&Sl¥S-2e] 2, 5-S?7* 2-^n.n-5- O' y 

7 Mn^f/W) 7xi^yvS N 2, 5 - tf^ ( h ]) y/U^u * =}-)V) y ^ — yWg, 
2-7/W^-n — 5- (Hi7/Utnyf^) 7xx Ag, 2 -- h n- 5 - (h 
y7/^nyf/l/) 7 m :xyl/g x 2—^ fvl'— 5 — ( h V 7 7^ P 7* 5vO 7x 
xx yug % 2 — 7< hdrv'— 5 — ( Ml 7/^0^ f/l') 7x=/Ug v 2-yf/^ 
yl^7 7 —yp- 5 - ( h y 37yV;*- o y< ^VU) 7x-yl/S, 2~ ( 1 - t° P >J x7xxyl^) 

-5 - ( h y yjVjrv. ^ fvV) T^xx/l/g, 2- ; eM!l7-5- ( b !) 7/Ut 

P^^/V) 7x= /H& % 2, 5-'7yoP7xX/V$, 2, 5 — ify C(l, 1~ 

$?7*fvi') x^vi'] 7i=.yi^g, 5- [(1, 1-^7* fvi') -2-7* h 

^T'yy^xxyi^g, 4 -7* yU- 3 --(VI'S, 2~7 p^-5- O' 

]}yjv^ru^^-jv) 7ccxxyi/g. 2— {2—i-y^-A '-t^r'y) -5- (hy77U 
t}-P7<5vO 7xi=ywg N 2- (2, 4-v 5 7PD7x7^ri/) -5- (hVy 
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yl^ny fvU) 7x^S, 2- [4- 

— r /V] -5- ( M; 7*=yU£ % 2- (2, 2, 2-Hj7 

ypy- n rc h 3r '>) —5 — ( h U 7/^0^^) 7i- 2 — (2— yh3r 
v-T 7 ^ y =£'>) —5— (MJ :7;nxiyiyg N 2 - (4 — ynu — 

3, 5 -S?y fv^xcy *'» -5- (H)7/Vtn>f/W) 7xcxyi^ 2- 
^yy;-5- (MJ7/VtD^f^) 7X-/H, 2- (4-^f/W7x7. 
df •'>) -5 - (Fy 7/Vto^f/l/) T^jcxiy^^ 2— (4-^n7x7^'7). 
-5- ( h y 7 xx/V|, 5--f 7 7 ’p fcTyU- 2-y =f-)Vy^. 

— yi^, 2, 5-yxh^'77xx/kS, 2, 5 -'^y fV^x^yU®, 5-y 
nc-2-'777l, 5-^xfW7 7 ; t'f/l'- 2 -^ h dfy7xx/k$, 

2-7 nn-5-x ^D7xxyi/g N 2- / f>^'7-5- (T 7 x ~)Vjj yW'^-Y 
;U) 7xx;^ 5-7tf/W75 7-2-^ b^f'77xx^I, 5-^R'> 

- 2 — y 2, 5 —2?:/ R'77xx yl"$ N 2, S-SMy^C/ 

2 -y h^y^xiyl^ 5 — [( 1 , 1-V? 
y f-yu) 7p t“yy] — 2 — 7 x/ $r'y7 x-yuS, 2 -^-^r v'/^y-^rv'— 5 — y 
7 77Mxyl/$ v 5- (2, 2-v ? y^/Wy B ntfy-xxyV) -2-^f/l'7xx 
yV$ N 5-M^7-2- (1-lfnyyW) 7xx;H, 5-7nn-2- (p 

- hyVaiy'^yPTft—yy) y icxiyU£ N 2-7DD-5- ( p — hyl^x: y^)Vi^=- 

JV) y^-yu£, 2-yyyy-n- 5 -y y y^/^7}v=yUS, 2-^^'7-5- 
7x7^71, 2-7h^>-5- (1 -y ^-yu- 1 -yx^yuni^yu) 7xx 

5 — ^E-yV/fv y / — 2 —XI b n 7 xx/i/g, 5— y/l^y-n— 2— (1—^5. 
?'/')&) 7*=yV£; 2-y^/W- 5 -- hD7xx;H, 5- 1(1, 1 -S? 
y ^yu) y°u fc°yU] — 2 — t Kn =3r '>7 x — yU^ N 2— y b 5 — y fvWT 7 

xxy7i, 2, 5 — v ? 7 7 7^y‘D yxiXiy.Vg^ 2 — •'<>' iAf /V— 5 — y ^yl'T 7 x = 
7VS> 2 - (4-’>7 7 7x7 drvO - 5 - ( h y 7/7tn7 fvW) :7xxxyi^ 
2- (4-^^7x7^)'-5 - ( h y yy^^-n y f-/^) 7xi=yU$ 
±iaE0^^{di5tt5 rg^®?:^-LTV>-Ct>iV'T y —y^J t> T2, 5-v? 
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-efcssNh r 2 , 5 -i?t^7i=/i/| (fau, 

it HBtth y 7/W^-D^^£'C*fe5)j 'CfctK 
jflCfi, TIE rg&gH5 - 3 e J 3&>£>ii^£ft'5£'C i fc9 % 2, 

5 — tr* ( h V yjv^rxi 7 ^iv) 7 =.=-/i'MX'foZ>o 

[g^Sl¥ 5 — 3 e ] 2-^nn-5 - (MJ7 /V$r n 7 ^VU) 7 :x ~/w2£ N 2 , 

5 _ tf * (HJ7/wtP^f^) 7^-ywS, 2-77ioJ-n-5- (M)7 jv± 
n 7.^=-J\'Hk' 2--hP~5- ( > V 7JV^ru 7 tf’A') 7 *.=-)V% s 

2 -7 7/U— 5 — ( h ]) 7/V^-p 7 fvl") 7i=^I, 2— 7^7-5 — ( h 
U 7 fvW) 7:c—A'i!^ 2 — 7 S f-)\'7;V7 7 5 — ( h V 7 JV^TXi 

t=f-jV) 7s=/H, 2- (l-fn!)f^) -5- (HJ 7/M-n7 i 7vl') 
37*=/WS^ 2— ^M!)7-5- (H)7A'to>f/V) 7xi~A'^ 2-7" 
n^--5- (M)7/^n^f/V) 7x=/l/S, 2- (2-t7f/Vt^r'» - 
5 — (HJ7^tn^f^) 7^-/l"$ N 2- (2, 4 -^dd7x7^7) 
-5- (Mj7/^D^f^) 7*=7W2U 2- [4- (MJ 7/l'7-n7 5VU) 
txyi/y-i-^/v] —5— (MJ7/i/tn^f/i / ) 7 xl~./v 3£, 2— (2, 
2, 2-M)7^tDxfdf'>) - 5- 7xxM, 2 

- (2 h^f'77x/^'7) -5— (H)7/^n^f/l') 7x=/l/S, 2 — 

(4-7UD-3, 5 -'77f7W7xi7 =¥7) -5- (Ml7/l/^P^f/H 7 

x -;l/$, 2 - tf*<y '77 - 5 - (HJ7/WtD^f^) 7x:=/l'S> 2— (4 

— 7 ^vU7 3i 7 df7) —5 — ( h y 7 /VT" n 7 *f-)V) 7 x=/VS, 2— (4—7 

0 0 7x7^7) -5 - '(Ml 7A'^o7f’/l / ) 7x-/Ul, 2— (4— '777 
7*7*7) -5- (M7/^P^f^) 7x-^l, 2- (4~7h*77 
x7=¥ 7) —5 — (H)7/l^tP^f/H 7ai=^S 
±iaEo^iii!:$3»t* . ruifeSSr^ru'CV'-c-t iv'ry— /u$j r 3 , 5 -'7 
m^7^=-jvm J T*fc£#3\ i LTte> TIE r®feS*M- 

4 e J £> ^"1/ <5 o 

[e^£$M — 4e] 3, 5 - if 7 ( h V 7 )V?r n 7 7x^S, 3, 5 
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-'^PD7x-M s 3, 5-tf*[(l, 

3 — yjvisr p — 5— (M)7/^D>f/V) 7x-;vl, 3— 5 — (b 

^/wtn^f/i') 7 3— ^h=¥v / — 5— ( b V ^ fvw) 7 

xX/l-S, 3, 5 - ^7/l^tP7xx 3, 5 - v/- h n 7 x 3, 

5 -if* J-Jl'73L— 3, 5 — i?/ b^-'^7^=. /I/g % 3, 5 - fcf^ (;* b 

)V) 3 — ;* b^rv'^/i'^—A'— 5 — (Mi7/^D7 

fvw) ;7xi— ;u$, 3 — 5 — ( b y yjv^ru ^ 5vv) 7 zz.—A'^ 

±15 r«&£&^UTi'Tfc±v'7!J-/i'Sj a* 1 - 3 , 5-«7xx/i/ij 
T?fc-64i^ r 3 , 5-e?fa»7*=/v* mu. &gtfe*©4>* 

< 1 1> imti b y 7y^n^^i/S-efe5)jT?fc«J, W^EKi&ajctt,TIBrg 
m*l¥5-5ej gt>0SiteW\ 3, 5 — t"37 ( b U 

^a^u^aO 7xx /u&-x:hZ) 0 

[t»5-5e] 3,.5-tT* (M)7/^n7f^) 7x=/H, 3-7 
;Vz j-n-5- (b!)7/^n^f/H 7xx— /V®, 3-3/n^E— 5- (.MI7/U 
^n^/V) 7^=.juM, 3-^b^V-5- ( b y 77;u±n^5vi') 7 
S, 3 - ^ b 5 - ( h !) 7/Vt n 7 f /!/) 7x=/l^S, 3-# 

/V/J^r^-5- ( b y 37/l^n^A') 7x=/H 

jtiBE© jetties its rg&$&;prLTV'T:± 9 “^usj a* r^/g&;7 
xi=7I^£j -Cfc5»£\ 056*36© ftfrtfiJ t LTWu TI5 rg^$^5-6ej 
fcaH-sasagrf&ftS. 

[*&$3£5-6e] 4-7* b*i'7*=7l'^ 4~^d7xx/H, 2~t< 

b^'^^xi— 2 - (b!) 7/Utn^f/U) 7*=A'£, 3 - (by7/v± 

n^A') 7x-^I, 4- ( b V y/Uj-n 7 jl—/U^ 3-^Dn7 

x:-7US, If7x^- 3 ->| f/Vg, 3 - T±7‘A'7 3 - (T’fefvl' 

7^y) 7xi=.7US, 3 — A'37;x=A'g > 3 - 7< A'T' 

x-/l/S, 4-J=?-jU7x.=./Ug:, 3- ( b IJ 7J^n/ b^F-'» 7=.—^^ 
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2 -^y^73 i-Zl'S, 4 - ( h ') 7/^0^ h^'>) 7xi — /US, 4 — [( 1 , 
1-77 57U) :x57u] 7;c— /US, 3 -^f 7 7 P a#= 3 E L 77xi.=:/US, 4-^7 
7’njK^r77x-/l^S, 4- /s:3 rv'/' / 7i-/l / £, 3 — 7 57U7 ^ — /US, 4 — 
'>7n^'>/l'7i=/l'i< 4 — ^<>''7/U7 3i=-/US, 2-7 dd7x=/vI % 

2 - 7 f7U7xi=/USx 4 -7'f^7x=/yl, 4 -^77^7-^77x1— /US, 

3- ^77/U7xi— / uS^ 4-^=>r7/Ut^77x^S 3 f 7 7 v t°/U7 

i=./Ui, 4-77 7 7x^S, 3-77/7xx:;WS, 4- (^h^'7^/U 

**-/U7 5vU) 7xi^/US, 3- ( h y 7/U^}-t3 7^/U7/U7T— /U) 7m-/U 
S, 4- ( h y 7/UT-o 7 f/U7/U7 7 -^) 7xxyvi, 4— (M)7/l^tn 
7 7 77 /UjJn Xi/U) 7x= /US, 3 — 3if L xi/U7xi^/US, 4 — ( 1 - 7 ^/U7° 
ntf/U) 7x-/ul, 3-^7/4'/y7x-;y$, 3-7 h^77x^/WS, 4 
- (Ti?5vUT5 7) 7xx/U$, 4-7/U7r ; e^/V7x-/H, 4- (v=7 
/U7-D 7 b=¥7) 7X1-/US, 3—7 5vU7 /U7 7 =-/U7 x — /US, 4~777 
*/U/fcxi/U7xi— /US, 3- (7f/U7/V7 7^/^) 7m-/^S, 3 -"<77 
/U7-=3r77ix— /U S, 4 — ( p — h/Uoi77./U/f:xi/UT5; 7 ) 7m— /PS, 4 — 

^/u*yy7xx./ui, 3 — [( 1 , 1 -77f-/u) ^57u] 7 m— /us, 3- (5 

-yf/U777-2-4’/U) 7x.-/US, 3 -7/U7 7 t-f A' 7 x=/Wl, 3~ 

( h y 7/UT-O 7 7 77/U/frm/U) 7 x^/Vj, 3 -^^f7/U^^77x^/>S, 

4 — 7 5 : '/U7 -x. m/US, If 7 mm/U — 2 — -Y /US, t’7x-/U 4 -f/US, 

3— [5— 7x- /U— 3— (by 7/Utnyf/U) tfy7— /U— 1 — f /U] 7i 
-/US, 3 - { 5 - [( 1 , 1-77 5VU) ni^/U] - 3 - ( h y 7/UT-u 7 7/u) 
(f7/7V- 1 --T/U} 7m-/US, 4- [3, 5 — If 7 ( h y 7/U7-P7^/U) 
fc 0 7'/“/U- 1 — ( /U] 7x-/U| n 3- [3, 5 -If 7 ( h y 7/U7-o7^/U) 
f7'/-/U-l — f/U] 7 x— /US, 4- [5-7xi-/U- 3- ( h y 7 /U^-p 
7 7/U) tf 7 7— /U- 1 -7/U] 7x-/l/S 

±l2E<^^^(c:io{t'5 rg^S^^bTV'Tt-tV'T y —/uSj r3(@iy>Jt<D 
fi^s^r^'t'S 7x :— /usj lx«. Tie rg 



76 




WO 03/103647 



PCT/JP03/07129 



&X$M-7eJ b*L5o 

[®^$l¥5-7e] 3, 5 - t"* ( h ]} -2-7 f n^7.x^ 

A'S, 3, 4, 5 - M)^dp7x^S v 3, 5 ^ W a o - 4 - t Ko 4f S' 
7x=/wlx 7y^n7 3i=/V'S x 3, 5 , 5, 8, 8 — ^ fvv— 

5, 6, 7, 8-r f7t Knt7^U>'-2-/f/l/S, 3, 5 - If 7 (M)7 
- 2 - 7^-^7 2, 6-^^po- 4- ( h ]) 7 jvTr 
p 7 ^■/V) :7zc— yi'Ji^ 2, 4— h^rv-'— 5 — ( b y 37 yl'3 ^~ p ^ ^vl') 7x 

2, 4 -v^yu^o- 5 - ( h V 7 ^Trn 7^^) 7 4-7 

do— 2— (4— ^ nn^VifV'^yV/J^— yu) -5— ( h y 37y^;<J-p ;>< ^yu) 37 
;x— yl"3£ N 5 — ^dp— 2— — ho — 4— ( b y 37yU;3'P ;* ^yl') 37 a i-=-y^S N 
2, 3 — v^yl^P — 4 — ( h V 7sl'7~a 7 ^vV) 7 2, 3, 5, 6 

-f h7 7/^n-4- ( b y 7 J^Tr'P- 7 ^/l') 7xn yUj£ N 2, 4, 6— by 
5^37^-71^ 2-'>T/-4, 5 ~'J7 y*'y7x.=-JV& s 2, 4—\/7 
o d — 5 — 'i 7 T^o 's7 — yt'iSL 2, 3, 5 — b y TVi^n 7 zc. — yV'E, 

2, 4, 5 - M)7pd7x-/1/$, 5 -pp b 4 -T^yi^a - 2 -— b a 

37 .x. — yU 

±ISEC0^^(C*3^6 rg^S$r^TUTV , ‘Tt><fcV'T y — yi'gj 2 s rg^S^r^f 

T'fe5f^ LTfi, 1 ~3b37 

4-7 y*c'S'f7 7 V'y- 2 --YyW®, &t7 4 - 1 Kn^'7- 3 — ^ 5^ 
>Vlr7 7 U'i' — 1 — >fyi/£^^{f bthZ> 0 

E<Dfei^ (C&tt 5 rg^.£tr^bTV'Tt> J3V^-r o T y —y^Sj <£> ^7^7 
y-yugj i tttt, JtlE r^TPilj W^rnry- 

7W$J RXI — yi^Sj pjti/So #»£«:. 

5^'L1 SlO^rDTU-yvS-C'fc^ LX 

\t. E°y7])jvm, **y-S'j/ i, 3, 

t°y try ^ 5?=yvs, -r ^ y^s, ^yu^y yyi^s. 

f-T'/y/l'IS. S.t7t°7 v?— yug^^ff btl-5o 
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E <7>AEH{C:fc}7 5 rg|&3££3=r LTV'Tt) «t d 7 ]) (D F ^707 

'J—A'&l t L*Cf± JEKl#iSfc:H:, 5l^rn7H-/uSt'fc!), 

£f3ii;ii± /us, ^-^rf-yy i, 3 , 4 - 77^7 

'/yyus, Mf7yy/u$tfc!), twum i-T7V/umxhz> 0 

±|BE 3 rS^S^r^ LTl/'T & <£ V'-^t p 7 y “-/l'3£j <£> rg$| 

Sj £LTf± ±15 rg^.S^^-bxV''Tt> <fc V'j 5 rgi&2£j t 

mwi<Dmfrm-fbtiz>o m$o^ro7 y — /vg±T*<7>®m&g 
£*bf\ ®EgJfeSiS2fi£l±#|E-t5^ % ±tlbttl^-XfeoTt)^^oTV' 
Tt> iv\, 

±l5E<7)^^}c:4o}t-5 r ItS I: t Lti/'TtJ;V'^ra7y -/vlj j&s rg$& 
SSr^LTV'TtiV'^TyyyuSj T?fc **§£•, frjgfctt* rg&g^LTV' 
Xt> &\'777-;v-2 — f/wgj Xfcy, IMlcii v r^;f^77/-/v 
— 2 — T /vli.k 25. TT r^gj&f-T';/— /w— 2 — -I'/viij #tcJE{e:$?3i}c: 

f± fygif 7/-/1/- 2 --f /l/gj ; T*fc5„ 

±IBE<D^ft|c4o{t'5 Fg^£^r^-LTV'Tt.«tV'^7 1 n7'y'— ^ fi/g 
$k77 7-;v- 2 — #iSte:ttu TIB rg&$l¥5-8ej 
a>&sfc£*L5*-e&9, 4- [(i, xf/k] - 

5- [(2, 2~'J7 7)7) 7Dft-/ V] 77 7— )V- 2 --Y/^ST'fc'So 
[g&SSI 5 - 8 e ] 5 -yp-X- 4 - [( 1 , l-'JJ 7)7) ^7/U] 77 7— 
;\s— 2 -X 5 — :/PX— 4 - ( h y X/U^f-P ^ T^/U) 77 7— )^—2~7 
^S> 5-e/7/-4-[(l, 1 - y^.f/V) xf;l/] f 7^~/V- 2 -^f^l, 

5 — ^ 7>V77 7—)V— 2 — 7 )V^ 4 , 5 — 7)^777—) V— 2 ~'i)\'^ 

5 - ^ f/U- 4 - 7i-/l'f 7/-/1'- 2 -'f /I'S, 5— (4-7/l/tP7i- 
7U) -4->f/Vf7/-/k-2--f^$, 4— 7 T-fr- 5 - [3- ( h y 7 )V 
iru77>7) 7 *-)7] 777 -jV- 2 4- [(1, .1-^^-yl/) ^ 

±/i^] - 5 -zsl7;v 777— )V— 2 —7)\'& s 4 -^c±±— 5 — 7 ^=-)U777 
2 —7 A'Sk 4 -'i 77d tV^— 5 — 7 ^—>V77 7— )V— 2 — 77/^ 
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4-7=^)^- 5 -7i= 2 -4/^, 4- [(1, 

3i^/V] -5 - [(2, 2— /n^=/V] 2 — 

4— [(1, 1 — fvu) 3i^vi/] — 5 — (31 Y3t*yjn\s'iS=-/v) ^7'/—)^- 
2-4 4- [(1, l-v^/u) V J*f-T'S'-)V- 

2-4)^, 4— [(1, l-v 5 ^^/^) 3ifvV] — 5-^Evl^y J77'/—)4- 
2-4 J^s 4- [(1, l-^fvw) - 5- (4-^^t°'<7^>. 

-1-4W) fT/“/V- 2 — I'/l'S, 4- [(1, 1-v^fW) -5 

- (4-7i3/H:’^7yv-l-^^) i~T'/—yv-2--4y^s 

4 -y ^=.;V=f-T'/— JV— 2 4, 5 - i?7 *.-^7'/ 
—lV-2 ~4/l'&, 4 5 -7x3/l/f /'/“/l'- 2 -^/l-S, 5- 

! 7 m 3 i/U — 4 — ( f !) 7/1-^ P ^ ^/^) f 7 /‘-/V- 2 - ^1, 5 — T*fe^;V 

- 4 -7x=/Vf:7'/“/V- 2 5 'y'/ 4 4 - 7 mi^/l^T '/ 

—;V- 2 - 4 5 - i h 4 - 7 x3/I/f 7 /“/t'- 2 --f 

/VS, 5 -31 hdf'>^7/P#i3/W- 4 - 3*7 '/'-A'- 

2 -4sl'£, 5 ->(f/^/W^^/ V— 4-7x3/Vfr^- 2 
5 — 3i i ^vl';(7/W<- : E-^|' /l'— 4 — 37 m ~As^~7 )/*— 71'— 2 — f 5 — f V 3/ n 

tf/l'yfr/W^^Vl'— 4 -7x3^7'/“- /W— 2 — 5— (2— 37m— ^ 

3ifvl') ^7/W^^e^/V— 4 — 7x3/Vf7/~ A'— 2 IWSk 5— 31 h ^ '>^7 

yl/^'=/W-4- ( h y f-Ty—7^-2 — <-/l'£ % 5-^/yU^^r 

'>-4- [(1, ^/W] s f-7'/—;V-2 — 5- (31 

'yfr jvi£=.;v) * ^vV— 4 — 7m— ;V=77'/— >V— 2 ~4 5 — 

-4-7i3/kf7/-/V- 2-^T/VS, 5 -7°n fc>^/W^>f/W- 4 - 7m 

31 /^ t y— /u— 2 — >r /^s 

rg^S^bTV'TljJ:V^rnTy-/w£j ri* r^E-7 
gik^T'/-^- 2—4 -Cfc5#^ LTtt, TIE Tg 

&£&5 - 9 e j bft'5. 

[«&£#«-- 9 e] 4- [(1, 1 -*?**?-&) 3i^u] fT/'-Zl/- 2-^ A' 
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^ 4-7i-;1^7'/- JU- 2-' 4- [3, 5 - tf * (h!J7yl'Jtv 
=f-T'/ — A'— 2 —'i 4- (2, 4-^BP7x=^) 
f 7 '/- yu— 2 — f/l'IiU 4— (3, 4-'^^np7i^) ^T'/— /V— 2 — 
y!^ 2 £ N 4 — [4 — ( h y 7 /l'^'D y 7 oi— /l^] ^ T 'J'—)\/— 2 — 4" ^ISn 

4 — (2, 5 —V s —;U) '/— fr— 2 — 4' A'Sk 4- (4 — ^ h 

'/ —si'— 2 — 4- [3- 7. 

J-7'/— A/— 2 -W’A'S* 4-.('<y^7>I/^B7x=^) 

- 2 -^/vS 

±is-j&5£ (i) 5 0 

trtt, «*»*, -r hi; 

Ky^f^ry^- 

'Ji/7 u^3r's/V77 ^=- £ 3> :&&£:&> If <5 ^ <!: #7r 

y i'SfeWwflKSfeSL fcSV'tt* fiisxfr'to'smL, ^ 

? YjXrx.l/XtVib'smSL' 7at"tyil ig^Sfe^-7-sr—A^gL 

y I7=m%, =*^SfeJ£* ^xyiS?t v $ISS?fe, 

vyf-^, ^'y '> 

Wii:©7; /sfc't«»*i‘S^t>fc«.»w©is*o3fir»*»fc txit 
H^W»cflF$$ix5^t>»3SK:ffiv-'5ri:36S-eS5. 

£-t'-5^ 1 b& ; 5o ^3SW©B3!l©^rS6fifc5>i LTftu ±fEm'T*L<D$iK£ffl 
wct>£v\ $bf--J&5£ (I) 

7t U3r-? — t£ll(D\Lfe!gife.W-}' LXfe&’TZM 
-g-dSfeSo Ltlt 3fc^*f 

7 <DfcM<DWi'n 6 fo. «£V\, 

£fc, (I) 2 -t Kn^'>trys7^#aSSr^ 
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t5i^ (tautomer) Vh5 2-t°V UT 

^<7>iaateziaaxteEOT<DV'r 

Z ti b <dM ^ v v x ii X v \ 

fC-^S (I) 





82 
























83 






























WO 03/103647 



PCT/JP03/07-129 




84 








85 





















86 























WO 03/103647 



PCT/JP03/07129 



3 0 


OH 


(TV 01 






Xj 




HN jT 




\J 





87 








WO 03/103647 



PCT/JP03/07129 















89 

















90 











WO 03/103647 



PCT/JP03/07129 




91 












WO 03/103647 



PCT/JP03/07129 




93 















-WO 03/103647 



PCT/JP03/07129 




















95 















WO 03/103647 



PCT/JP03/071 29 
























97 


















WO 03/103647 



PCT/JP03/07129 




99 















WO 03/103647 



PCT/JP03/07129 


















101 


















WO 03/103647 



PCT/JP03/07129 




102 

















WO 03/103647 



PCT/JP03/07 1 29 




103 














WO 03/103647 



PCT/JP03/07129 











WO 03/103647 



PCT/JP03/07129 




105 














WO 03/103647 



PCT/JP03/07129 




106 





















107 

















108 













109 

















WO 03/103647 



PCT/JP03/07 1 29 





111 














112 










WO 03/103647 



PCT/JTP03/07129 




113 
















116 


















WO 03/103647 



PCT/JP03/07129 




118 






























119 


























120 




















WO 03/103647 



PCT/JP03/07129 




121 


















WO 03/103647 



PCT/JP03/07129 





122 

























123 






















124 

















WO 03/103647 



PCT/JP03/07129 




125 

















WO 03/103647 



PCT/JP03/07129 




126 




WO 03/103647 



PCT/JP03/07 1 29 
















WO 03/103647 PCT/JP03/07129 ‘ 




128 
















129 
















WO 03/103647 



PCT/JP03/07129 




















131 


















WO 03/103647 



PCT/JP03/07129 




132 

















133 


















WO 03/103647 



PCT/JP03/07129 





134 

















135 





















136 






















WO 03/103647 



PCT/JP03/07 1 29 




137 
















WO 03/103647 PCT/JP03/07129 " 



4 5 4 



4 5 5 



4 5 6 



4 5 7 


OH 

Cl 


A, 

CN 


4 5 8 








i 

Cl 


UN 


4 5 9 


■ 

■ 




4 6 0 


OH 


A 






°-f F 




Cl 


F 


4 6 1 


OH 

(V 


XX 




V 






Cl 


F F 


4 6 2 


OH 

rV 


XC 


| 


V 






Cl 

























140 
















141 


















142 




WO 03/103647 



PCT/JP03/07129 




143 








144 














145 











146 


















147 


















WO 03/103647 



PCT/JP03/07129 




Cl 



cf 3 



148 
















149 














WO 03/103647 



PCT/JP03/07129 





150 
















WO 03/103647 



PCT/JP03/07129 



— (I) £lTl^Lfc^feR:J:o’C8i5S*t’5 

<2fi£i> 

— j& 5 fc (i) tcfev'-c, x^-conh- ($£±©jMUB^r±*&$ft'CV'’r 
x MJU3, KJESXS^llc^-t'^&tio’CjKjSt- 
<5X i:# 5 '*?# 5„ 

1 




A, SjlZ&tfEte, -JRS: (I) Kl*3»t5^«fcpl**st?fct>. A 101 
teTKIIJ^Xtet: Knaf'>S®^iI (£?3;b<te, ^f/v$f©7/w^I ; 
'C/'y/V&^(DT :: 7JV3rJ\s^ .; Tir^/VS ; ^ h f>Sf©7A'3 d rv'T 

; h V * V V /v$) &$L U R&tfR 1 0 1 teTkH 

Jjjr^ C 1 ~C 6 <E>TA'=^/l'S^ : l'^U E 1 0 1 f3u — (I) 

EXfiE£>fu!^$:£:^L N GfttKa^fv'S, ^nyygf 

(HIS) 

(1) tT^'y (2) £&Jjfc7k8t-£“&-fr5-£fc«fc ^ 7 5; K 

ST, hyft»0^1 8 0°C 

<7>s^s.^*e : ?T t>ti 5 o 
Cl 1:3 y 

M^EXfi^n h OtC- 1 8 0°C<DB.JfoUg.X'?ft>ftZ>o 

LTte, #ix.ff x 'K y 
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/K xmtv A 101 

&7kmj%*<Dm&ia-i±mk y A l0l r>T±^m^<Dm^iat^iym. 

{t'J Bbkm&mtLTIt. 0S*.fi, N, N’ 

vFMfi, i?7x=zsu*x&!)sisTi? L 

ttt, h y * a, y * a, $kwm-t h y *A4g0«!&$ % &5 

h y rcf-yur 5 ^ n, y 

n n:x^ ^ ^pd 

f h7t Kd 77A 1 , 4 — v^^r-y-^ h/Uxy % ^ 

PP-C/if^ o-i^PP'C/'ifV, N, N-'^f/^/VA7U\ N — ^ 

f/wt’o y 

m-a-fcfiv #(:, h/i^xy, .^/^qo^yify, o -V? u u'O'H's &#?-$. 
bv\ 

#|;tfcf> t'J J r'— -fjl' • Jrzf • ;* x -f 's-ffr • -2r 5; * h V — (Journal of 
Medicinal Chemistry) J, (tI^IS), 1 9 9 8.^, ^4 1§, f 1 6?, p. 293 
9-2 9 4 5{C|E^O*-fe®LT^rtlb(-mDfc^&{Cj: y x 
Sft^b«5Sr543t,.¥#b, ^v^E l01 &^-ST^££j&$-fr5C£{;:J: y 
gtoirf-ST^ KSr®3t-r-5ifct)T?t5o 

G^t Ko^ri smv$>Z>m&<Djiffi&Rj&#ift£ LX.Mz.tf, rr-^-fT- 
77^y-f- (Archiv der Pharmazie) J , (K>f 30, 1 9 9 8#, ^3 3 1i, 
#1-*, p. 3-6. 

■fiA'tf'sgtmm# (l) RXfi7%> (2) ©«£fittK:Rj£$;iv*\ ifcSteltfno 
»3ft^feS:a±#fia UooijSl^jjttS jK fc -5 l'f&rfT|k©l*^£A# tt± 
eEJ&fcJBV'S 5. 

XftS 2 IS) 

7iK ( 3 ) w*.. 
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co ISTI£^iIix^.RUv / Srfr 5 C: <t K: J; y g (&$}~c 

(4) fritter g*©4kfc©#ifc£:£iv\ 

§ c: <t LTfi, #l;iff x -fe;*- K7 • W. • 

^ y (Theodora W. Green), '£'—$ — • G. • M. • zfyV (Peter G. M. Wuts) 
m r-fvTtTX? • {ftV'-’/Ts -ff-y? ->ytVX (Protective 
Groups in Organic Syntheses)], (3fcg), ^ 3 J&, 3?ay • !) - • jy K* 

ih 2/X • -f 2/^ (John Wiley & Sons, Inc. ), 1 9 9 9^4^ ; f^y Yzfy $ • 

" V .-*-' 3^ y y ' ~7 • si~ Xf— y 9 • 'y 2/-fer i-'.X (Handbook of Reagents 

for Organic Synthesis) J, (31^0), £4^, i? a 2/ • $ 4 ]) T'y K * itXX • 

(John Wiley & Sons, Inc.), 1 9 9 9^6^, ; 'g'ig 

<t LTIi\ $IXt£y = f~\' K • F . •■ / ^yy (Richard F. Heck) i|F T/ - ? 
~7 'y cy 2 ^ . ij rc 2/ V • "f 2/ • X' X/— y s 7 • y y~tei/y (Palladium Reagents 

in Organic Syntheses) J, (3fcg), T hy* % y V • X U* (Academic Press) , 1 
9 8 5^; it— 6P ( J. Tsuji) H ^ /<y 'J ^ J\ • ]) yy • T 'y K • X/ 9 x ) 

yy .J /'<—y3>y;-'('y3-'-jl~y?-yy±yx (Palladium Reagents 
and Catalysts: Innovations in Organic Synthesis) J, (3fc|S), i/a 'y • r> 4 y 
— ' T'y Y ' XX • 4 'y$ (John Wiley & Sons, Inc.), 1 9 9 9^, #fc|2 

±!E3fj5fc«\ (08>tfi, — S O z NH — , -NHCO-, -NH 

so,-, -conhch 2 - -conhch 2 ch 2 - — conhch 2 co 

NH- -CONHNHCO- — CONHNHCH 2 — . -COO- -CO 
NHNH— ; ^3i^£±07k^I^X 1 {te^$XbTV'Ttj<tV') '?$>£&£‘(C:joV' 
T t> > IK#&iS3Jlc*a*£-fr* 5 itlc ± oTSUB nTteT?fc<5 a 
— (I) fcl&V'T, X^:-CONHCH 2 - (^S±(D7K^^f±tt^ 
^TV'Tfc.fcl') TK'y (2) (Dfrfr'Qtt : H 2 N-CH 2 -E 

101 (:£*, E lol fi±fa^i0^T'fc5) -C£$jh,5T$^fc;jll'5£*fc 
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*9, bfrX%Z> 0 

— JKS: (I) {CfcV'T, X^:-CONHCH 2 CH 2 - 

®tfe£;h,TV'Tt>j;v') ( 2 ) ©^5icS::h 2 n-ch 2 

CH 2 -E 101 (A*, -E 101 «±fB^m^l^^T*fe5) 

V'SiiCJ:!), S&Jt-fZik&Vo&mm'tZXtfrXZ Z 0 
— fl£j£ (I) (Cjb'V'T, X#A : - S 0 2 NH-tfc5l^ 

(1) A 101 -O- (81 Z) -S0 2 C1 (5$;*, A l01 RXJmz 

o y KSrffi-V'5itK:-J;9, 

B ft <t : f 6 SrS43tf 5 C £ *s- -? $ 5 0 

— JlSsS (I) IdfeV'-C, X&&,: -NHCO-tfc^i^ 5t : A 101 -O- .(g| 
Z) — NH 2 (5fc*K A 101 &t7||Z(i±S25£»««T-&^ 

<b. ^:E 10l -COOH 0£<K -E 10 M*±fB£tt£[f3ST-fc5) -e«$tL5 
US: : E 101 -COC 1 (S;*K -E 101 tt_b|S^fttlil*T'fe 
5) y K«r/BV'5C£U:J: «? , B ft t l-Sfls-g^&S 

mrT 

— jKA (I) KfeV'Tx XM:-NHS0 2 - (R^ISXttlt&XSr^rLTl' 
Tt> J:V') S:HO- (BIZ) — NH 2 *Z«±|B^<k 

P1^T*£>5) 5 yfcS : E 101 -SO 2 C 1 (5£4\ E 101 te_tfB£ 

mtW\mx*hZ>) y KSr/BV'5 £*»££■*>, Bfttf 

-5 -ft -p^ Sr^Jai" 5 C i a 5 *C # 6 „ 

— JKS: (I) fd&V'Tx X^:-CONHNHCO-T'fc^ ^:HO- 
( 8 i z) -conhnkj mzi*±mfemtmmxtb&) tss-nst 
K7^K^:E 101 -COC1 -E 101 «±la^^I^aT*fc6) xm 

— J&5£ (I) Kl^V'T* X^:-COO-tfc5i^ (2) 

U:HO-E 101 (5£* % E 101 tt±|S^a<t^^T*fc5) T*J|$ 2x6:7 32 /- 
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— JRA (I) tC&V'T, X^:-CONHNH-t'fc5i^ (2) © 

f-iS : H Z N — NH-E 101 (Sf, E 101 tt±IB£fi£ P^"Cfe5) "?*£ 
Ji5t t KJ: 0.0 

-J&5£ (I) X^:-CONHCH 2 CONH- (^g*££iig& 

7^ (2) 0^9i:S:H 2 N-CH, 

CONH-E 101 (Stf* E 101 ^±IB^tI^^T*fo<5) T'«£;ft,5T 

CCT\ 53: : H 2 N — CH 2 CONH-E 101 ti$tb57 5 
V (2) tN-ftS7 5 7S6 (Aft#! : N- (ter t 
^ V 'y's) $r±IS^fel JB£ftf$2£J&£:?T5 - 1 

fcJ:! 3l4iSi-5-fc3&ST?#5. 

-j&iC (I) fc&V'T, X^Tia^; : 

r- S 

£ >-NH 

/ N y)~ 

o 

(^MSteg&S^UTV'-CkAV') 'Cfc5»£\ TI2^: 




(sS*. *ztt±ias«train?*>«) 

'VZtZMT^y&b, : E 101 — COOH (5S1 3 . E 1 0 1 t P^T? 

&5) T?lESJi5*/nK^»ft<«S: : E 101 -coc 1 Cft*, E 101 te±f5 

£S£l^refc5) -C^$tL5^/^^gfe^n y K&JBV'SdfcKU: 0. Sfti: 

3. 

::t*, ria^ : 
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(S'K nzn±.m^tm^xh^>) 

T± F7x/y (1 9) . Zf'aXT- t h7x/y (2 

0) Sr»36i-Si^j6S-CtS. 



£©£jS»x T'n ; e^J©#ftT, CCfev'b i o o'CoKjSS.^-efr 



^tb^o 

fi;ik£x 7i-/whMW7 ; e-!)AH)/c * 5: K& 

K£Jg$EiL-CHu ^JS?rPfiS : L^v'^-efctxf^v^^^5 i b^-ct)a;< % fix. 
ft\ f h7t Kn 7 7 y|Oi-7/^^I^V> 5 X i 5o 

ftv'-c^o^-T-fe K7aiy ^ ( 20 ) 

(2 1) SrjK3i-r6CtiST?t5 0 

^OSJt&ttx JglSE'K 0°C&V'L1 2 O'CORjESaS’CfT^tbSo 

ur»±, K^S:Pi.#U^v^j^-e$>tb«VNd^j;6t>OT* 1 bJ;<. fR 
tf 3 i* y wi4f ©7’/u=«‘-7V5R»«IES:ffiV'5 - £ i s T?t 5, 

<;frj£2> 

— IKS (I) {d^V'T, X>5 S — CH 2 NH— fix.l^\ Kl£ 

Ig£2lc^-t’#fefcJ;oTRi&'f5££!& s 'C#5o 
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H 

N-E 




A, gtZ&tfEte, -jKsfc (I) 

if,'7/l^ft K (5) (6) (7) 

&Tfc*5WC, ^^T'O^C-l 0 O^O^i&g^frfrftS. .JBWcjffli LTte 

bflZfr.r- h7 t Ko77^1, 

*-# / — /HSEj&s#£LV' 0 

-LlB^ftWu X&W<D%tem WXtts -CONHN = CH- -CH = NNH 
CO- % -CHNNH- ; iV') T*fc 

SStefc&.V'T’t^ ^4 ; S:MM^-a-t?-e:6bi:{cJ:o-CM'5jHgT-fc?>o 
—1B&, (I) {CjoV'T, X^:-CONHN = CH-T*J)5l^ ?£:HO- 
(SRZ) -CONHNH 2 (s£fb S*Ztt±ia£8£lRlii-t: J £>S) T'^£;fr3fc 
K7^Ki^: E-CHO (5t4\ E fi±fE£« t IH^T*£>S) T'^ftST/l' 
fk KSrfflV'S Stttf Sft^fc&»it , tS££flS'T?#S. 

— jR^ (I) {C*3V'T, X^:-CH = NNHCO-T*fc5i^ ^ : HO- 
(SUZ) -CHO (5£4\ *Ztt±IB£«£IWC*>5) T^ftST/Vy^t K 
tS: : E-CONHNH 2 (5£>K Ett±lE£S<!:PS'C*&S) T*t$tl5k K 
7^M'5biti>5\ S- {b£fc£®3t1“S£i:tf’CtS. 

— J&iS (I) Xi^:-CH=NNH-T*ife5f^ 5£:HO- (g 

Z) -CHO (5£4b ^Z(i±|B^i:l^«T'feS) -C^^tlST/^t K«: 
E-NHNH, (^cfb Efi±|E3tft<tl^^-efeS) -C^StbS t 
V'S££fcJ: ^ iftti-Sft'&feSrfijti-SiiiS-cts. 
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(7) ^rilTcfac^lcJ: 'O Bftlk&tyJX'hb (8) 
it-r^widS-C't'So 1 0 0°C(D 

LTH:*^***?- h y ^ 7kif{b*£Sfy 
^A&ifSriilf -5 X i^T*# 5 0 M£i 

f|> 7 t K° 77 ^ 1,4 — $ J — /K ^^ 7 ^ LV\ 

^j5i7k^»lfeicJ;o-Ct) : fTt)tL-5o ftfejffii 

&* % &&&$. 

#5o Mi t,tt5dS % 7h7tKD77^ 1, 

4 — v J ^-dr-y-^ > * $ J ~- /K a^/‘-/K 7k%F&#T£ bv\ IxJ&fi 0X~ 2 0 
O'CoKf&fia, Tk^JEii^JBEXfi^PHTT^^tb^o 
<jj&3> 

— jt£5£ (I) {CjoV'-C N X^-CH = CH- (ttiifeS±©**JiR-?r±aife$^ 
TV^Tli <tV > ') $lxJ3:> RjSXSSl 3 - 1 % 

^ 3-2 {c^-r^-fei- i o xMit-r 

SJ&lSiS 3-1 

w 301 




(9-1) (11) 



(5t4\ fZRtfEtt,' —f&j£ (I) W 30 M4. 

O, O’ -v^-^bTk^-^^Tk/SXtt h y 

7/krk K (9-1) i y Xfc'&tt (10-1) i£fl&7k*!r££-&5XilcJ;<X 
(1 1) SrMat-r^Xi^-ct'So 

UCWu&SW-HJ ?a n 

jRSfcica^M *A*£©t&»£&. fcsv'ttfy .5?^ bV=-7 
;VT 5 V, N, N -v?xf/V7= y btl5« UTte^ 

^SiStt©M^^rf5>tb5iS % 7h7kKB77y, 1. 
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&)Sia5£3 - 2 




(9-2) (11) 



(5£>K it ZMEI1 — j&5£ (I) W 3 0 2 te. 

^oyy^ 1®)^ (MJ7^o^^/v^ 

;U) y- '>36 & if £r ^'t*) 

' AD^ytt (9-2) (10-2) i: 

$fiT, s^b^-efca (l l) 

MiMItUttt, fcl*.#, -^on^ (H)7x=/1/ 

h y 7x=/^77-f bih/So 

LTfi, h y h 

avnitrys^ n, N-'7xf/v7^!Jy|otiMA s 

Mi: ttli, ^SJStt©»#E^lfbtL5)&s % N, .N-S^TvV 

aivUATS h\ fh7tKo77y 1, 

Cfrfe4> 

-jg!3t (I) tfeV'-C, Xi5-COCH=CH-M-COCH 2 CH 2 - (®E5S 

^sio^js-T-ttejfe^nrv'Ttiv') ^ 

Ig5£ 4 ic^l-yj&R: £ o Tttafir 5 £ £ tf-Ct 5 0 
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H 




(a;«K — H5&. (i) 

*r h v (12) t K (13) t ^Jl&Tkii'n .£. t fc<fc V % @ 

(14) Sr»5Si-5ii:i s *Ct5„ 

gf N SStltltN 7YJ$£.\\Lr}~ 

h y y h y u &ifc 3 k*-*-> y * 

.fe-sv'tttry -s?ia H)xW5y, n, 

y bfts* 5 .. r^t kd 

377 ^ 1 , 4 -v ? ^-=^-y*^> *2-/*-^ tx-Z J “/K 7K^#£?£EV\ ) 

^V'tv x;y ,(l 4) 3r)l7E-t' ; 5- (.15)-S:®3fi 

)l7n^J<^# : $ET^^^ c F J '^0 o C~l 0 0°C<DS: 

J6lMC-*Cff*>H6. JtTC^J^E-CftTK^b^^^by **. 7X»[>»Uf 
Ip {f 5 C Etb-SiK 

f h 7 tKo 77 'Al, 4 -v?^-dr-y-V,, 7 {^/- 7 K^^/“^^^^ l - v 'o 

■&f&*xmiimizj:ort>iTt>tiz. mm±Lrti'<9&9* 

# 6 o igiftfc 7 f 7 t Ko 77 A 1 » 

4 } 9 J — 7K J — /K EV'o fxj&fi OX^ 2 0 

o°c<DfrjZt%&, *mmtt#mxttto&T’efTt>ti5. 

<*1£5> 

— (I) fcdoV'Tx Xtf-NHC.ONH- (^®3£S-htf>7kltJK J H3:S&£ 
^XX’V - '"C <£ V') 7?^ c53'l/5'ffc - cH^fci% 5 lZ7F~t'j?f£l>- £o 

XM&i-ZZ£&-C£Za 
®BXSS5 



160 





WO 03/103647 



PCT/JP03/07129 




( 16 ) ( 18 ) 



(Stf. —jRS: (I) 

£ 1 \ (i 6 ) h ( 17 ) «). s 

(is) £©£&», &m<D& 

&;m## ; £Tx^E c t , 'e o t lx«. 
TkS&fbX h ]) y j*. Tkgfe-fb:# !) (7i*x &M.'t h y y A n j^gg# y >> A, ^S^Tklf 

-?- h \) fc^VNftt'y *JZ/' b])3L^/UTKy, N, N-v^ 

7 t Kn77y, 1,4 — 7* ^ / *— /K / “/K tv\ 

<* 1 & 6 > 

— jt£5£ (I) (djb'V>T. XM:-CONHNHCH 2 - (f£5Sf££J2g^S£: 
#L-CV'Tt>J:V') 




(^^x ^zs.r/Efi±is^^«bi5i^xfo , 9x 
f) 

tK7'^K (2 2) (2 3) £&)&£-& 5 X t K J: 9 , ittfc 

t5tK7-yK (2 4) £r®)f-r5X£:^X£.5o 

0°CftV'Ll 8 OV<DfcJfciS.g 

X*Tft>fri& 0 

LTtex #l;LiXx tf'Jity. b y xW5 v£©*f«£3£fcflTSt-JBV' 
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ZXkfrXZZ o 

RJ&mmtL Tfcb SiSSrlflWb mZ. 
F±\ p n ^ $ 1/%f(Ds'V ; f h7t Kd77 >^£<£>:z.— 
g£ ; r t tfsxt 5. 



<^fe7> 

— /&5£ (I) {C4b'V'-C, X^xt: 



o 




o 



®&ia^7 




(a;*, nzs.^E(i±ia^«i.Pl^-efe6) 

7/Uft K (9-1) k3-'<W>\'=f-7'/') s J's-2, 4-v^Vff^#: (2 
5) Sra&^-ltr-SXiJCJ; 9. gift£-T5 5- - 3 — /C^u 

=f-T'S VVls- 2 , 4 -'^W (2 6 ) 

X<D%JfclZ s tt$E<^¥?5ET. JSJK'K 0°C&V>L1 8 0°C©S^S.^-etT^tu5o 

vy/&m<D^to&fm&m'‘'zzk&v%z>. 

yjv*ism<Dmk7km%fem*m^zzk&x*%z>o 

XXX\ Tl£5£: 
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o 




o 



(5£*, Ett±E£ll£:PJI*n?fcS) 

'TfSJSJ'tS 3 V 9 Jls— 2, 4 ixJ& 



XM£;7 - 1 Z> 0 




(5S* N E&tfVte±f£^£P^'e&5) 
f-7/y^y- 2, 4-v 5 ^-^ (3 0) (2 3) 5 

@#Ji:-f53 — <y'J/^T'/V *?Zs—.2, (2 

8) fcsJS-CtS. 

ClWixJSttU IIO#ST^ igj&'k 0°C&V'L1 8 0°C0)fclfcUJgX'<7t>ZiZ> o 
Mt bxfi, 0**.n, zkg£te*J* y ; try ^ 

hyxf;u7$ ylotlM^lRilV'S: 

tf % jk;rc*/— ; 
Th7t K.D7 7^i'-f/Vl^I; N, N-^fM/^7; Kfor 
5 K5R»jKS:fflv>5^t^t«, 

(I) S**fc»*i 

©#*&, Mxl«> fflffl. ttJK. #»J£*{k ««$»* 
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-j&st (i) m-s-g-stisf 

^#SriI^U >&^lzfoCX Ztib<D fife fcM&Vi&Mte't' Z t 

(UcT, — j&5£ (I) 

— j&*S (I) T^£*l5{b£*#>fiAP- l&tfNFATO&ttYb&Pl#^5{1MB 
S-e^5o lot, AP- l&t/NFAT^ttlfc^pi^-fS 

mmMttm* (tnfk n^.^-i, 

^r>-2, ^ 

S-?x -f I'Z'-y *.n'y $ ^ I C AM- 1 ^VCAM- 1%. 

UEL AM- 1 . - h V v ? **'> K£^@tfi?, 7^1, 

7 x l l, |3 2-^-r iX di/n^'y M^nyi)^| 
0. jfnJfZS: n^f KA. 7y^fyv'/“^V, 3lfrB, IfC4, c-my 
c, H I V©5l'(5^*5fe^¥^#), HT L V- 1 ©5te^*3l5(D^^ N '> 
5 T1'«MA'* 4 If-'f bJJfv'?'(/l'X<Dlg-'(5?-& 

u Rrjr^fy «?atf 

£ 5 ftAP- l&tf/XteNFAT 

tbzm&, ^ttxDfvh-fx, 

^ 

v-yffi, no g B*gggiA % «£# 
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n&&m£. aa. 

aa* as, rajcttw^ attasttwaA, 

^y^uyjgm mje, mmmtztuz 
#5^« (i?a, «je. wimmt. ^jUlee, m 

aiLf'ss^) , b&, tjv 

&*&&&. x AjfrA,. . 

Tjv^-;vm ?&s na* jrag^ Bf^F±x *x 

waa% ra> &*, ^ 

a, aa, -t©a©@j^a. fija. #siat. fo^s®, 
ffi&mM'x, a©i®Bk «ittir®^3»tteiLaa©eiiiLa, #3§t£#M®, 
^hj^u attyv^js. 

aa©a&©afc. aaa. #Ma, k- 

'>*, iyKl'^vi/3'^, fifcjka. iNf t^fh 

tifvtsnux&Mmm, Tfy^wttii, 7f;^/^tt^i, 
TfVfr'T/i'Xttflaifc. £]«&, 

7 • •M/i'X • £®^a&teJ:oT*g£*b5£Sf:fctt^a. £#£*£« 

i^^ifwitfii«i®s*f, ttsi 

aaaaRjcxwaawa, aa* jfcs&a, sa^a; a&ak atta^aa 
m£t'<D&m<D^mRxf/x\*ftmz.&mxhz>o $fc. &m&iM 
tt#s!wa©5)-flsi:att-fbK:a-^LTV'5ifcd^, *m n<ommtts mmm, 
#a«=aaa©ft»teif’a&* b'<D^&5Rxf/xteftmzi>Gmxh% 0 &mm 

*%w<Dmm<vG®j8. / xrbLxit, -as d) 

fcfFS $ tlZ> ^tl b <D&, b <D7kftl ! y!)%.V (J: tti b tynfrb t£ Z> 
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UTr±±iao4fcfrSfrS:fflV'rfeJ:V'i s x 8-mat, 

fco±lBW$>g t 1 Xli 2 Sr'&tfEIS 

St^J, M#k fc#h fc'to’f-tjvft L 

i/ py^j, fL#k ISSftU LtS4 

UT'biv'U IMRrtS:#, ^b< £iSS!k . 

&8U g&ftJRSU &|«l£RJ|!tf!L A**!U &m\. MAM tzZiDMk 

Q&5-Rl(DmMB.f&%0 1 LTS#-i“?) £ t i>x*% 5o ffijfc<Dl&1js<DmMMf$, ! &) t 

i-ce uct> <tv' 0 
i fcis-et 5o 
£v\, ftpffi@3^sii 

^&a4361‘&SH^W\ ^lOSTF^Pk £6K:&gK:j&£Tjfc£3flv JwS&k tfiR 
$J V J^®^8d&££:in X.tz.%.^ Utifefc:.}: 9 ffi^k 

tsssu 

irbTfi. m*.lt, SL». fcttk e^> :7 K*«n 

*/i^ x yyUfy K &£' t/UD- r, 7 # ^HJ>, #^-y^> 

A, “Ifefc^**£fc^tf5wiJ&*T?t5o bTH\ .# y t" 

/K /K !J 7^/K ^■^/I'-feA'P — ^ ^f/i't/HJ-^, 

T7tfT=^A % h7^>bx t*7f^ yx7^^, kKo^y^o^t^D. 
— X, t y rn^^/Wi/iy A, 7^ y. by 

y N »$R?Wfc-L*C'tt, 0l*.«k ^T7!)V 

tK y y =— ;K '>y#x if ; §r 

mtfZ^bfcX'ZZ, o UTft, ii^H^D n B lC»-r5C t^.fFBT^tbX 

V'5t>©-CfctbrfV'-ftlt>«fli-t-Srfc^T?tS. *3fe»Wiaifc UCtt:, 

^ S'yxm, 35r*ik Mk 

CtL^o^Pk SlfcjMRiW:, $|2u ^©Mgia!)it^“T^ 
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ZZkfr T*£5 0 

SPS#©yt«>0iftfls:f!BWx #i;ttex ?L8k Mftk ifcj&|©KiSfc 

^©Kaifctt, 5FStt*^jR?a^u: % mtesisah mmffi® 

n, fr^J> b&X%Z 0 

Mbfc^x -tf9^>oi5*K4zStt5 5tt iff^y-fe/n^lcjteSUTt 

$l£LTtex Mxtfx 7Xx 7 °o tfV^^y n— zK 

Vi^Tzl'S— /K 2|-W , >'Sfe;*?7K l/v'f-y^ilf5ii:^tt5„ 

a&lcJBV'&JxSgaifc t-nt fljfctfx SMb#**!®, 7!)!i ^J3g. 

8MP^SS®yfrfett#fciK££;h/1\ ^ 

mff-X'Vim £ tLT V > 5 ;»? fete v '-f n t> Jfljffl Wtgx* fe 5 . 

s^iru, mtex * % j^zvtz^-zk 

J7v=f—ju, /nt :W^!J3-/K y i/§£x fL^ x ILS^ h 

y^A. tt8fe&tr*gMb**- h y ; ?^ym-t h v <? j», wsh-f 

y ^ Axtr y i'SH- h y *a^<t> p h fe»jfitrM*#J;t°nM8^ h y ?a n 

xc^Ui/^T 5; >E3@^x ^^-^y 

Tt5. fc#, :ol^ t'K 

*sn ?yx h-z^xte^y^y ^sr»J c f ] {-iH'g'LTt>j;<, m n<D®mmm 
m, z t vet s. 

&*f*!U ^iJxLte. -<-* K ^ U-AfitryA'©^®fc-#-5»‘g‘K:te,ffl#«fflS 
*i5£#Jx % 

rnzzv ktfxz z 0 mmt un m.HM36i7 

t!)y, TKy-x.^wv'x ^77-fy^yt!)v, t/VB- .xff^ffcx ^f.y 
y./!)B-/K '>y 3yxo!^yht>f M&fcttJB-*-*- tms. 

Ltd s*7 &*(■?/&&&&* f/v, ^7t^'>^,|f /V. 
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©x«Ffriwjtsa®c». *y-A, ysisju$'<-x bm&ftmzzv&iti-rzz.k 
^-et < 5o lt«: n gg % ^ f, 5 Wxii^FIli ; & 

jfIMt'15. 

;$a— 0 b 

bXii^O. 0 1-5,0 0 0mgt’fc5 o 

tsil w^lv\ m 

12- 0 ifi— 0 {e-UK ftf^PIS: feV'T- B (c 2 - 3 L 

Tt>J:V'U *c0i3tn:|B!a:lS#b-Ct>J:V' o L-CffiV'SStelnWu $ 

A-0fefct)^^Xfe6±l2W©aftt ttO. 001~100mgS^ 

X&5 o 



HJW 

KT, A3P^fGlSttT12tf> 

IQfeM'K {b'a'^#-^-{i±I2©^(c:joV^x^L 
£fc, rfT|S©^m^At 

M 1 : 1 

T/i'^'>#llSxCT\ 5 —7"' o^e-y-y ^FWfi£ (2.1 7 mg, 1 mmo 1 K 3, 5 — 
fc'7. ( h y Z7 jV-^rn y ff-/U) -^l/'J/VT ^ y (2 4 3mg, 1 mmo 1 A 4 — 'J 
7* f'/yj ^ / t"U i/y (1 2mg, 0. lmmo 1), 7f7tKo77y (10 
ml) ©jg^dl - (3 - '^W^yn^) ~ 3 -:*?yV;fr/M?SAf 
5 KttLKtt. (£J(T\ WSC ♦ HC 1 tm-f \ 1 9 2 m g , lmmo 1) ZMz., 
ISfi«#tfc. ftSx^tSitilUfc. ^ 

mm* rA> Mfcmmr??* 9 sV^ntik\st&, 8JBES* 



168 




WO 03/103647 



PCT/JP03/07.129 ' 



UT #(bftfc$S^Srv'y liJfjVpw .(n-^=^rf-> : gfcgai^vl/ 

= 4:1) "efflfSiUTSJHik^feOSfeSfr (2 4 4. 8 m g , 5 5. 4%) £ 

#fc 0 

1 H — NMR (DMS O — d 6 ) : 5 4. 69 (2 H, d, J = 5. 7 H z ), 6. 
93 (1H, d, J = 8. 7 Hz), 7. 56 (1H, dd, J = 8. 7, 2. 4 
Hz), 8. 02 (1H, d, J = 2 . 4Hz), 8. 06 ( 3 H, s), 9. 41 
(1H, t, J = 5 . 7 H z ) , 12. 13 (1H, s). 

m 2 : 2 

(1) 2-T-fe h^v'-N- (2— 7*^yW) -<>X7 5 K 

O — 7 ± fyuf- ]J »!) K (0. 20 g, 1. 0 Ommo 1 ) £r 

( 8 m L) (C^U 7x^f;V7^y (0. 12g, 1. 0 Ommo 1 ) N t°D 
i 0. 3 m L) 

T'f&jtLXc^ ^JE®5feLT#^nfcaat:'>y U ^y7>f“ (n 

: 1 — ► 1 : 1 ) T»«LTlRJB-fb^©efe^ (1 

55. 5mg, 54. 9%) £r#fc 0 

X H — NMR (CD C 1 3 ) : 5 2.0 9 (3H, s), 2. 9 2 (2H, t, J 

= 6. 8Hz), 3. 71 ( 2 H, q, J = 6. 8Hz), 6. 32 ( 1 H, br 

s ) , 7 . 07 (1H, dd, J = 8 . 4, 1. 2Hz), 7. 2 3-7. 3 5 (6 
H, m), 7. 44 (1H, ddd, J = 8. 0, 7. 6, 1. 6Hz), 7. 7 
3 (1H, dd, J = 7 . 6, 1. 6 H z ) . 

zkTvmmm ic*5V'TM2 ( 1 ) tm 
t*y^> hy ^ 7^7 

rF7tKP777, b 

TfflV'7c 0 

(2) 2 — t Kd^' 7-N- (2-7x^f/V) ^7X7 ^ K 

2-Tir h^v^-N- (2-7xi>^7y) ^7X7^ K (1 5 5. 5mg) (CX 
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(5mL), (0. 1 m L) ^r^JPxL, 3 0 

U7c o i£r#1kg£{;i£>Jt, Ltc „ #MJ§ £tK, 

£Sft^l£7k*e$^U MJ MM£LT Mhtifc 

('^DD^yMfy) DTSmb£-0&©&£0#: ( 1 0 6. 

9 m g , 8 0. 7%) £#7t 0 

1 H — NMR (DM S O — d 6 ) : 5 2. 8 6 (2H, t, J = 7. 6Hz), 3. 
52 (1H, q, J = 7 . 6 H z ) , 6 . 84 — 6. 88 (2H, m), 7. 18 
-7. 3 1 (5H, m), 7. 37 (1H, ddd, J = 8. 4, 7. 2, 1. 6 
Hz), 7. 80 (1H, dd, J = 8. 4, 1. 6Hz), 8. 84 (1H, s), 
12. 5 1 (1H, s). 

i^TO^WJ{c:fcV'TM2 (2) <0#&as5IJB$;ft/rv'5®£\ &S<b LTtt, 
7k®Hbd- M MIt LT 

7k, 7K 7K f F 7 t Kd 7 7 W l < li 

M'g'bT/BV^Co 

(3 ) 5 —~f n •=& — 2 — t Kn^i/-N- ( 2 — 7 ^<7X7 5; K Ofb 

2 ) 

2-fc Kndf.'>-N- (2-7i^) K (7 9. 6mg, 0. 3 

3 mm o 1 ) (5mL), $:$& (0. 0 3 g), (25^1, 0. 

4 8 mm o 1) £2)0 Xl, ifif 1 D7 c 0 ^J®iR^fe4rM«Eitek*^ h V 

^ATk^fcfett, tyt, «7k 

fiSK-t- M) £ Lfc^, ^J£@*bT#^ti7c^S?r'>y xy.juf.u-? h 

#77 (n- — ^rik> : 5 : 1) 

( 6 2 m g , 5 8. ^ %) £#fc 0 

1 H — NMR (DM SO- d 6 ) : 5 2. 85 (2 H, t,J = 7.6Hz), 3. 

52 (1H, q, J = 7 . 6 H z ) ,6. 87 ( 1 H, d, J = 8. 8Hz), 7. 
18-7. 31 ( 5 H , m) , 7. 52 (1H, dd, J = 8. 8, 2. 4Hz), 

8. 01 (1H, d, J = 2 . 4Hz), 8. 90 ( 1 H, s), .12. 51 (1 
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H, s). 

ms 3 0^*01436 

5 — Z? & Xf- V ’f' i^Wi (1 0 9mg, 0. 5 mm o 1), 2— T^y— 5 — (-^/U 
7) # /Ut}?— /\ss{ (1 4 lmg, 0. 5 mm o 1 K h y $ V 

(70/jL, 0. 5mmo 1) O'^nny^y (5mL) ®ii: N WSC - H 
Cl (9 6 m g , 0. 5 mmol) 4 0°CT*1. 5 Ufc. . 

2 m^ssst. ** mm 

y^Atm mm% ,mmt ”yy.#W7A^p?h/77>f-(i? 
yoo^y: y ^ y — /u= 19:1) l. sisa^isi© ( 2 6 

mg, 11. 9 %) £|#fc 0 

1 H — NMR (CDC 1 3 ) : 5 2. 66 (1 H, dd, 1 = 16. 2, 7. 2 
Hz), 2. 82 (1H, dd, J = 1 6. 2, 7. 2Hz), 3. 16-3. 2 
5 ( 2 H, m), 3. 4 3-3. 8 6 (8H, m), 4. 7 9-4. 9 2 ( 1 H, 
m), 6. 88 (1H, d, J = 8. 7Hz), 7. 14-7. 15 ( 3 H, m), 
7. 46 (1H, dd, J = 8. 7, 2. 4Hz), 7. 74 (1H, d, J = 7. 

8 H z ), 7. 84 (1H, d, J = 2 . 4Hz). 

[ 2 —T 5 y — 5 — (-t/W/ft y y ) is-pls : \*r 5 13)^ • 7y K • 7 

7"— ~?'S =l' — y 1 -i )V' tr' 3 . yf W 1/ (Chemical and Pharmaceutical Bulletin) J, 
2 0 00^, ^4 8t, p. 13 1#^] 
m 4 :^«I##4 

I£5c 7C • A'p i n Chemi c a 1 stt 
K## : N 0 100D 

01! 5 

IS^5c : S p e c s 

— K#4§- :AI — 233/3 1581 02 4 



171 




WO 03/103647 



PCT/JP03/07129 



m 6 : 6 

mmb&®jx*hz>o 

IStctc • Ma y b ridged 

RJC 00106 
m 7 : 7 <D4t&& 1 

^iba-yolt. ffcMba-yvX&Z', 
jlljjire 76 :Ma y b r i d-g etfc 
j,^o^3-K#^:BTB 1 3 2 3 0 

#18 : 

10C7G -Maybr i d g e $fc 
^^n^3-K#f:BTB 114482 

m 9 : 9 

5 n C f ]) f/l/7/Vft K (31 3mg, 2 mm o lh 4 o 
M)7i=^7t^7t=!)A^py F (8 4 7mg, 2mmo 1) 5rN, N — 
i/ pi *f- jV’fc.jV J*7 > F (2 OmL) (£•???$? b> j§*?®£^7 y^A(l. 3 8 2 g , 1 
Ommol) ( 1 OmL) bT^x:, 5fl#ra»«Lfc 0 Pf, 

tk-c^u 

i/!)^Wayh^?7-f- (n : g£S£^5vV= 3 : l) b 

TSIMIbcF^^£K&fefIl# : (4 4. 6 mg, 8 . 4%) £r#fc 0 
'H-NMR (CD C 1 3 ) : 5 5. 0 4 ( 1 H, s), 6 .. 7 4 ( 1 H, d, J 

= 9 . 0 Hz), 7 . 05 ( 1 H, d, J = 1 6 . 5Hz), 7. 10 (1H, d 
d, J= 8 . 4, 2. 4 H z ) , 7 . 26 (1H, d, J=16. 5 Hz), 7. 
33 ( 2 H, d, J = 8 . 4 H z ), 7 . 45 (-2H, d, J = 8 . 4Hz), 7 . 

4 9 (1H, d, J = 2 . 4 H z ). 

#| 1 0 : ib'a^H^r^r 1 0 <D\b-a^i7>W^. 
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(1) 5 (3, 5-i?^DD7x-/W) -2-^ h^v"<yfy 

K 

5— 2— / h ;\s# c|J K (8 5 7mg, 3 mm o 

1) ZiS? (6mL) 3, 5- 

v?^nn7-!)^(510mg, 3. 1 5mmo l) v t’U^y (2 6 lmg, 3. 
3mm o 1) (O'J? ujVtt'y (2mL) 6 B$fR]$# Lfc. 

$ yX'ftiffi. L 2 b. 

0 Omg, 7 3. 0 %) 

£#/Co 

‘H-NMR (DMSO-d 6 ) : S 4. 03 (3H, s), 6. 92 ( 1 H, d, 
J = 9 . 0Hz), 7. 0 1 (2H, d, J = l. 8Hz), 7. 07-7. 08 
(1H, m), 7. 2 4 (1H, b rs), 7. 6 3 (1H, dd, J=8. 7, 

2. 4 H z ) , 7. 99 (1H, d, J = 2. 4 Hz). 

(2) 5-y'n^-N- (3, 5-'^nn7i^) - 2-tKn^yf 
yx/^yj 5; K (ik-a $9#-^- 1 0) 

5— Zfti^r — N— (3, 5-i/^Pn7x-^) - 2 - h 

y75 KOS-fe^BH (2 0 6 mg, 0. 5 mm o 1 h ^itV (13 4m 

g, 1 mm o 1 ) x 2, 4, 6-p^^y (5mL) 

Tt-3 O^M^Jl^bfCo 2 

»tTS^^^/WT'ttl±SbfCo I£g£^5vi'Ii£zk, ^fo^^TK'Clii^Sfcv^b, $S7k 

— (9 0 m g , 4 5. 3%) &: 

#?c 0 

mp 158-159 1). 

‘H-NMR (DMSO-d 6 ) : 5 6. 9 2 (1H, d, J = 8.7Hz), 7. 

1 1 ( 2 H, d, J = 2 . 1Hz), 7. 21-7. 22 (1H, m), 7. 62 
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(1H, dd, J = 8. 7, 2. 7Hz), 7. 80 ( 1 H, d, J = 2. 4Hz), 
10. 70 (1H, br), 11. 37 ( 1 H, br). 

Mil <£'£'$3## 1 1 

2-7577iy-^(12 0mg, 1. 1 mm o 1 ) £ n a / ? is ( 5 m 
L) 5-tf* (by7/^n^f^) 

^Is'/sf )V$ pi) K ( 3 .0 0 m g , 1. lmm.ol)C^n/^^(3DiL) 

t : 0 V v? ^ (0. 5mL) &«TU 1 8#Rgj$#Lfc, 

■*&<»«: 2 ^fo^Tk 

U. ^TkttSfe^-hy &jjjE5r*JES£Ufc. #btu7c£§ 

g^>/-/W(5mL) ICSISU 2g^*KflStH)^A(0. lmL, 0. 

2 mm o 1) fcjgTU JfcV'TfMT? 3 0 Lfc a 2 &)££& 

Lfc, g£®^5vHS&7K x ISft^&7kTilI&§fc#-U ^ 
7k«felft^hy «£®I£W5feL7c 0 

7A^07l>^77^“ (n-^f-V : f-/U= 4 : l) -CttSJU MM 

{k&m<D$m&Mtik ( 2 8 8 m g , 7 3. 6 %) 
mp 183 °C (dec.). 

1 H — NMR (DMSO— d 6 ) : 5 6. 8 3 ( 1 H, td, J = 8. 0, 1. 

2Hz), 6. 93 (1H, dd, J = 8 . 0, 1. 2Hz), 7. 08 (1H, 
t d, J = 8. 0, 1. 6 H z ), 7. 50 (1H, d, J = 8. 0 Hz), 8. 
35 ( 2 H, s), 9. 61 (1H, s), 10. 15 ( 1 H, s) . 

M 1 2 : 1 2 <Dfc&to<D&J t 

2 — T ?y-4-7n 07x7-^ (3 1 6m g., 2 . 2 mm o 1 ), h J) =^/V 
7^7 (2 4 3mg, 2. 4mmol) %:i? & ti jV $ Is (8 mL) IC^PP L, 
7k^. T7U^>#H^T^3, 5 ~'s? a V R (4 19mg, 

2 mm o 1) <DW u/UJ $ 'y (2mL) 1 5 BtPffl 

mWLtco EU&Wi&b&mgL^/i'-&lti$l^ 7k, M 



174 




WO 03/103647 



PCT/JP03/07129 



(n -*y-y: Rs|fe=7vl'= 3 = 1) 'CfilfilU 

n LX 

( 2 0 5 m g , 3 2. 4 %) £ #fc a 
mp 2 5 1-2 5 2t. 

1 H — NMR (DMS O— d 6 ) : 8 6. 9 3 ( 1 H, d, J = 9. 0Hz), 7. 

11 (1H, dd, J = 8 . 7, 2. 7 Hz), 7. 6 7 ( 2 H, d, J = 2. 7. 
Hz), 7. 8 6-7. 8 7 ( 1 H, m), 7. 97 ( 1 H, d, J = l. 8Hz), 
9. 85 (1H, s), 10. 03 (1H, s). 
m 1 3 : 1 3 

2-7;/-4-^nB7iy — Ji' (2 8 7 m g , 2 mm o 1), 3, 5 -i?& n 
u^yi? y y/U7fc=. )V*7 d !) K (5 4 0 m g , 2 . 2 mm o 1 ) ilrv^ ^ 

y (4 mL) (lmL) ^ITU 

fr\,'XMUX 1 I^ISja^Ufc. ^S^«lSr 
Ltc o 

4tU$:fL #bM$^'7^^7A^n-7h;/7 

7-f- ': 3 : 1 -» 1 : 1) till, 

#fc o rtL$:n (4 4 

5 m g , 6 3. 1 %) ^#fc 0 

mp 19 0-191 V. 

1 H — NMR (DMSO-d 6 ) : 8 6. 6 8 ( 1 H, d, J = 9. 0Hz), 

7. 08 (1H, dd, J = 8 . 7, 2. 7Hz), 7. 17 ( 1 H, d , J = 2. 
4Hz), 7. 70(2 H, d, J = l. 8Hz), 7. 95-7. 96(1 H, m), 

1 0. 0 0 (1 H, s), 1 0. 0 6 (1 H, s). 

M14 : 'fb-a-#J#-5§- 1 4 ©'fb'£-4fe©®Ji 
(1) 4-^n^-2- [(3, 5-^na7x=/K^) t^JV] y =. J — 
/V' 

5-7 f o ; ttyf/^7/l'Tt; K (1. 0 1 g , 5 mmol), 3, 5-i7^np T 
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— !)> (8 1 Omg, 5 mm o 1 ), J '—/l' (2 5 mL) COjl'g^&rT j\/d[y 

(1. 5 2 g , 8 8. 2%) £#fc 0 

mp 161-16 3 °C. 

'H-NMR (CD C 1 3 ) : 8 6. 94 ( 1 H, d, J = 9. OH z), 7. 

16 ( 2 H, d, J = l. 8Hz), 7. 3 0-7. 31 (1H, m), 7. 47- 
7. 5 3 (2H, m), 8. 5 1 (1 H, s ). 

(2) N- [(5 -Zfv =£- 2 - t Kn^'>7x= /U) y fvP] -3, S-i??u 
o7=i)y (<fb^#^i 4) 

4-7'd^- 2-[(3, 5-^^nn7x=/W 5 y) y 5vW] 7x S '—JV (l. 

0 4 g, 3 mm o 1 ) h7tFn777 (12m L) RXI^ J — ;V (6 m 
L) fc:jg#u Ml^(ll3mg, 

3 mm o 1) Sr^iflU &V 1 2 l$IK]»# Lfc 0 fcJ&tBs&b£.T± bis 
(lOmL) *«JBU ^i£T«^LT#btL7cam(-7KS:Agx:Tv : y n /M 
y^-etttHLrc 0 ISfP^TkT'JiI^gfe^L, 

»jK£«JEE@*Lfc. #fenfc3S?SSrS/JJ^W*7 
A 7 d?>^ 77 ^“ (n-— drf-> : 4 : 1) T'ftMU 

CtLSrn— (9 
7 1 m g , 9 3.3%) £#fc 0 

mp. 125-126 *C. 

'H-NMR (C D C 1 3 ) : 5 4. 31 ( 2 H, s), 6. 64 ( 2 H, d, 

J = l. 8Hz), 6. 74-6. 77 (1 H, m), 6. 84-6. 85 (1 H, 
m), 7. 3 0 - 7. 3 4 (2 H, m). 
ffl 1 5 : 1 5 <D{k&to 

“So 

MtBztu : Sigma — A 1 d r i c hft 
K#-§- : S 3 2 0 3 - 5 
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#J 1 6 : 1 6 

(173 mg, lmmo 1). 3, 5 - t'X ( h V 7 )Vir 
-N-^^T-y > (2 4 3mg, 1 mm o 1 h H^-fb V >(4 4 
H 1 , 0 . 5 mm o 1 ), T/ 9 u (5mL) <7)31 n'$j£r7Vl'=f>'#gi 

^T(C3B#F^0fi«L7c o n—-^-y-> (5 

0 m L) SrSfotaU #f£tl LX (5 0mL) 

tc 0 h V $ A-cftjft 

LfcSL mm&MlEgZLtCo 

■i- (n-^f-> :mm^^=2 : 1) till, <&&&*&£ (7 

5 mg, 18. 9%) £#fc 0 

'H-NMR (CDC 1 3 ) : 8 3. 5 7 (3H, s), 6. 59 ( 1 H, d, J 

= 2. 4Hz), 6. 94 (1H, d, J = 9. 0Hz), 7. 21 ( 1 H, dd, 

J = 9 . 0, 2. 7Hz), 7. 58 (2H, s), 7. 80 ( 1 H, s), 10. 
00 (1H, brs). 

Tit, H^-fby £7c, SMilttt, * n n-<>i?> N K 

M 1 7 : 1 7 <0fc£-*j<Z>»i3g 

Milt, 5 - -f u ^e-y- y fvV^, RXf7 - MJ l , 2, 3, 

4-Th7 t Kndry y >£/gV'T#il 6 

tc 0 

W : 4 2 . 0 % 

‘H-NMR (CD C 1 3 ) : 6 2. 08 (2 H, m), 2. 9 2 (2H, t , J 

= 6. 6Hz), 3. 95 ( 2 H, t, J = 6. 6Hz), 6. 91-6. 94 (2 

H, m), 7. 14 (1H, s), 7. 3 2- 7. 3 5 ( 2 H, m), 7. 40 (l 
H, dd, J = 8 . 7, 2. 4Hz), 10. 06 ( 1 H, s). 

#118: -fb^## 1 8 
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Mi It, 2-t ^3, 5-v^n 

. pT-y 6 

JR§P : 5 1 . 2 % 
mp 24 6 -248 r. 

1 H — NMR (DMSO-d 6 ) : 8 7. 2 6 (1 H, d, J = 9. 3Hz), 7. 

31-7. 37 ( 2 H, m) , 7. 44-7. 5 0 (1H, m), 7. 6 5-7. 

6 8 (1H, m), 7.8 5-7.9 0 (4H, m), 10. 23 ( 1 H, s), 1 
0. 7 4 (1 H, s). 
m 1 9 : 1 9 

Mat, 3-t Kn^r'>t7^uy-2-^/V*ai, M3, 5 -v^ p 

DT-y 's&m'XMl 6 
W : 4 4 . 3 % 
mp 2 5 4- 2 5 5°C. 

1 H — NMR (DMS O— d 6 ) : 5 7. 34-7. 39 (3 H, m), 7. 49 

- 7. 5 4 (1H, m), 7.7 6-7. 7 9 ( 1 H, m), 7. 89 (2H, d, 

J = l. 8 H z ) , 7. 92 (1H, m), 8. 39 (1H, s), 10. 75 (1 
H, s), 1 1. 0 1 (1H, s). 

m 2 0 : 2 0 

• S i gma-Al d r i c h|i 
K## : S 0 1 3 6 1 - 8 

m 2 1 : 'fb-a-#)## 2 1 0'fb-a-^oMdt 

Mitt, i-tKn^yt7^vy-2-^/^y^ M3. 5 - if* ( b 

y */y^-p^f-/y) r~V li 6 ^M'fba-^?: 

#fc e 

lRs£ : 6 5 . 5 % 

’H-NMR (DMSO-d 6 ) : 5 7. 51 (1H, d, J = 9. 0Hz), 7. 
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60 (1H, t d, J = 7 . 8, 0. 9Hz), 7. 70 ( 1 H, td, J = 7. 



8, 


0. 9Hz), 


7. 8 9 (1 H, 


s), 7. 9 3 (1 H, d, 


<— l 

II 

00 

X 


z ), 


8. 


0 9. (1H, 


d, J = 9. OH 


z), 8. 3 3 (1H, d, 


J = 8. 7 H 


z ), 


8. 


5 1 ( 2 H, 


s), 10. 9 2 


(1H, s), 13. 3 6 


(1H, s). 





#1 2 2 : 2 2 

IStiTCTC : S i gma-Al dr i ch^h 
^^0^3- K## : S 5 8 0 2 6 — 0 
ffl 2 3 : 2 3 

rfTJRfc^fcT&S. 

IS^tc - Sigma— Aldrichth 
Jf.zx— K#-§- : S63263-5 
#12 4: 2 4 ©flS^MarOjRiS 

5-^nn-2-k Ko^ 5 =- v|gj> ( 1 7 4 m g , 1 mm o 1 h 3, 5 — k" 

^d'!)7/^P^f/V)7-!)y (2 7 5mg, 1. 2mmol), (3 

1 6 m g , 4 mm o 1 ) £rir h 7 k Kn77 7 (2 0mL) IklS-i/V u/Upt $ 1/ 

(1 0 m L) fc*8$?U (0. 112 ml, 1 . 2mmo 1 ) £ 

»u ^v'T*MT*2Bfwift^byt 0 doomD 

M 0 / 2 M® (lOOmL) tcfctf, 3 OftfflMftLtcbkfc±7'< b5 

Lfc a £-£>-frtc.fflF^^^;i'Jg&7k, 

V jJ'fsl'jtJ 7 1*9 ci -r b ^7 37 4 •— (n — 2 : 1 

-►1:1) -Ctt«U y “/K*iDillTlciS 

( 1 8 3 m g , 4 7. 6%) £#fc 0 

Sfcjfe : > 2 7 0 *C 

1 H — NMR (DM S O — d 6 ) : 8 7. 8 3 ( 1 H, s), 8. 15 (1 H, d, 

J = 3 . 3 H z ) , 8. 3 6 (1H, d, J = 3. OHz), 8. 40.(2H, s). 
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12. 43 (1H, s ) . 

LTfi, **ymkV rffiv^fc 0 t°v yy*m'tc B k 

JfcfeUtLXft, 7h7tKD77y|0®«t<|j: 

M2 5 •' 2 5 (Djfc'cfffiiOMjjk 

WMb It, 5— ^nn-2 — fc h'n^'>=3f Rtf 2 —? n n — 5 -( h 

y 77 ^p^^ 7U-)T— y y|:i^Xfil2 4 

fc 0 

i|X^ : 4 2 . 9 % 

1 H — NMR ( DM S O — d 6 ) : 5 7. 52 (1 H, dd, J = 8. 4, 2. 

1 H z ) , 7. 81 (1H, d, J = 8 . 4Hz), 8. 16 (1H, s), 8. 3 
9 (1H, d, J = 2 . 7 H z ) , 8. 96 ( 1 H, d, J = 2. 1Hz), 12. 

7 6 (1H, s), 13. 2 3 (1H, s). 

M 2 6 : 2 6 (0\b^mx>m t 

5-^D-2-tKDX'7-3f7^ j(/3, 5-tf* [(l, 

t>£#fc 0 
i|X^ : 5 9. 1% 

1 H — NMR (DMS O— d 6 ) : 8 1. 29(18 H, s), 7. 18(1 H, 

t, J = l. 8Hz), 7. 52 ( 2 H. d, J = l. 8Hz), 8. 0 7 ( 1 H, 

d, J = 2. 4H.z), 8. 35 ( 1 H, d, J = 3. 3Hz), 11. 92 (l 

H, s), 1.3. 1 0 (1H, s). 

M 2 7 : it-B- 4fc## 2 7 (Dit^com^. 

HOfSfi: LT, 3-fc Kn^rv/fy Vis- 2 -% S.^3, 5-lf^ (h 

y 7/^n^^)r-y y^v'tf!i2 4 
: 4 5 . 0 % 
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'H-NMR (C D C 1 3 ) : 5 7. 4 0 ( 1 H, dd, J = 8. 4, 1. 8H 
z), 7. 46 (1H, dd, J = 8 . 4, 4. 2Hz), 7. 68 (1H, s), 
8. 16 (1H, dd, J = 4 . 2, 1. 2Hz), 8. 25 (2H, s )., 10. 

2 4. (1H, s), 11. 4 2 (1H, s). 

m 2 8 : 2 8 

3, 5 -If* (M)7/^n^f/P) y 

h (2 5 5m g, 1. 0 mm o 1 ) £rx h * fc Kp 77> (5mL) {C^jf L N . 
6 _ 7 dd — '>-Y ^ K*— 7V ( 1 8 4 m g , 1. 1 mm o 1 ) ©x h x t Ko 
777 (5ml) M)xf/V7?y (0. 3mL) l:M, iST*4^ 

Ltc a fflJSSrTk, ^ 

BUt&i'V jiff As 9 O-X h 7 ^“ (n — 4 : 1) 7? 

(17 2. 2 m g , 40. 7 %) 

1 H — NMR (DMS O — d 6 ) : 5 3. 9 7 ( 2 H, s), 7. 2 9 ( 1 H, d 

d, J = 8 . 1, 2. 1Hz), 7. 41 (1H, d, J = 8. 1Hz), 7. 8 
8 (1H, s), 8. 04 (1H, d, J = 2 . 1Hz), 8. 38 ( 2 H, s), 
10. 93(1 H, s).. 

^\2 9 :.<b^#-t2 9 ©fc£-&©|43i 

Mi bt, 3-t Ko+^7 3MHJ 2-77 ^tK>^ &tf3, 5 - If * 
(hy7/Vtn^f/U) T=y S'&ffiV'-cm 6 £E«©tfcft5&fTV\ SfM'ffc'S' 

JR*S: ; 2. 7% 

J H — NMR (DMSO-dj): 5 7. 4 0-7. 4 5 (2H, m), 7. 69 

(1H, t d, J = 8 . 4, 1. 5 H z ), 7. 9 0- 7. 9 3 (2H, m), 8. 
41 ( 2 H, s), 11. 64 (1H, s), 13. 02 ( 1 H, s). 

mi 3 0 : 3 0 <Dfc&(b 
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: S i gma-Al dr i ch}± 
t> $ d ^ 3 — K## : S 8 3 8 4 6 - 2 
$13 1: ft£^#-5§- 3 1 

flj* 5 c 7 n :Maybr idgeft 

:RDR 01818 
$J 3 2 : 3 2 

I^i LTv 5-^nniMl^g? N 5.1/ 1 ^SrUV'T#! ll 6 £ 

iR^ : 6 5. 0 % 

1 H — NMR (DMSO-d 6 ) : 5 7. 0 9 (1 H, d, J = 8. 7Hz), 7. 

5 1-7. 6 1 ( 4 H, m), 7. 8 5 ( 1 H, d, J = 8. 4 Hz), 7,. 9 6 
(1H, d, J = 7 . 5Hz), 7 . 9 9- 8. .0 5 (2H, m), 8. 13 (1 
H, d , J = 2 . 7 H z ) , 10. 88 ( 1 H, s), 12.31 (1H, s). 

$1 3 3 : 3 3 (Dit&fyKDmik 

mt Lt, 5-i7nDiMJ^7^ N 5.1/4 — / h 2 — t7^^T % 's* ' 
iRip : 8 4 . 3 % 

1 H — NMR (DM SO - d 6 ) : 5 3. 9 9 (3H, s), 7. 0 5 (1H, d, 

J = 9 . 0 H z ) , 7. 30 (1H, d, J = l. 5 H z ) , 7. 39-7. 45 
(1H, m), 7. 4 8- 7. 5 4 (2H, m), 7. 83 ( 1 H, d, J = 7. 

8 H z ), 8. 00 (1H, s), 8. 02 ( 1 H, d, J = 2. 4Hz), 8. 0 

9 (1H, d, J == 7 . 8Hz), 10. 54 ( 1 H, s), 11.88 (1H, 

s ). 

m 3 4 : 3 4 <DikG-ty)<Dm'& 

(1) 2-7t |'^v'-5-^nD$,|fi 

5-^nuf!) fvugfc (13. 3 5 g , 77 mm ol), ®7kftg£ ( 2 0 mL) <D 
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(0. 0 8mL) < OlTLt 

TkTk^fctt, ^r«S&3jc % ^fP^TR-egt^L. 

fife:*- b V !?Attt*Lfc. ^^JE®*UT#e>ttfca^^n-^f-XX'il 
SftjfLt, (15. 4 4 g, 9 3. 0%) $r#fc, 

1 H — NMR (DM S O— d 6 ) : 5 2 . 2 5 ( 3 H, s'), 7. 2 7 ( 1 H, d, 

J = 8 . 7Hz), 7. 72 (1H, dd, J = 8. 7, 2. 7Hz), 7. 89 
(1H, d, J = 2 . 7Hz), 13. 47 (1H, s). 

(2) 2-7tF^-y-5-^DD-N- (l-p* b*'>1-7? 3 — f/l/) 

^yX7 ^ K (-fb-a ^I#-^ 3 4 ) 

2 - 7t h^5/- 5 - ^ b oS St 8, M4-n^f->-2-t 
7=S~)VT % >£JSV'T0iJ2 4 £ITO<Di«f££?TV\ 



IRS* : 3 9 . 9% 



1 H- 


-NMR (DM S O 


— d 6 ) • 6 2. 


2 3 ( 3 H, s), 3. 


9 6 ( 3 H, s), 


7. 


2 3 (1 H,. d, J 


= 1. 2Hz), 


7. 3 4 (1H, d, 


J = 8 . 7 H z ), 


7. 


4 0 (1 H, d t , 


<—4 

II 

00 

M 


2 H z ) , 7. 5 0 


(1H, d t, J = 


8. 


1 , 1 .. 5 H z), 


7. 6 7 (1 H, 


00 

II 

TJ 

"d 


2. 7Hz), 7. 



81 (1H, d, J = 8 . 7Hz), 7. 82 ( 1 H, d, J = 3. 0Hz), 8. 
02 (1H, s), 8. 08 (1H, d, J = 8. 7Hz), 10. 58 (1H, 
s ). 

0j|3 5 : (b-g-tl#^ 3 5 

Mi: It, 5-^nnfy« 2 -T 5: 7 - 4 , 5, 6, 7-rh7 
t Kd'O'/ [b] ft7xy- 3 — Xz/L'T}?^^ 3^yW=.;*^W£#}V' _ C'0il 1 

iR§£ : 4 9 . 6 % 

1 H — NMR (DMS O— d 6 ) : 5 1.32 (3H, t, J = 7. 2Hz), 1. 

74 ( 4 H, br), 2. 63 (2H, br), 2. 75 (2H, br), 4. 30 
( 2 H, q, J = 7 . 2 H z ), 7. 05 ( 1 H, d, J = 9. 0Hz), 7. 5 
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0 (1H, dd, J = 8 . 7, 3. 0Hz), 7. 92 ( 1 H, d, J = 3. OH 
z), 12. 23 (1H, s), 13. 07 ( 1 H, s). 

M 3 6 : 3 6 

jDRJH-tb-C. XV3-7$y-5-7*=/H'7'/“^ 

SrflV'Tm 
M : 9 . 2 % 

1 H — NMR (DMSO— d 6 ) : 5 6. 98 ( 1 H, d, J = 8. 8Hz), 7. 

0 1 (1H, s) , 7. 3 5 (1H, t, J = 7 . 6 Hz), 7. 4 6 (2H, t, 

J = 7 . 6 Hz), 7. 58 (1H, dd, J = 8. 8, 2. 8Hz), 7. 74 
-7. 76 ( 2 H, m), 8. 19 ( 1 H, s), 10. 86 (1H, s), 12. 
0 9 (1H, s), 1 3. 0 0 (1H, b r s). 

MS 7 : 3 7®UfeOgi 

(1) 2-7^/-4, 5 

/Dt (1. 0 3 g, 8. 8 7 mm o 1) J— /U (1 5mL) Kljg 

v"X K (0. 7 5 g, 17. 7 mm o 1) f h!) 1 ) h %/ K ( 1 . 

2 1 g , 17. 7 mmol) MX? 3 . 5B£|S]Si#Lfco 

Tkicfcttx bfc. «BfpMzkx?asi* u 

-d- h y $ ®JES*U’C#fctb^:gSjiSSr-'>y 

7-f— (v 5 ^ a v / & 1/ : ^ / —;]/ = 9 : l) X'fflM LT^Mfh'a'^OUfeT 

^■71^7 7^ (3 6 9. 2m g, 2 9. 7%) £r#7c 0 

1 H — NMR (DMSO- d 6 ) : 5 1 . 0 4 ( 3 H, t , J = 7. 5 Hz), 1. 
06 ( 3 H, t, J = 7 . 5Hz), 2. 20 ( 2 H, q, J = 7. 5Hz), 2. 
43 ( 2 H, q, J = 7 . 5Hz), 6. 15 (2H, s). 

(2) 2-7th^r'>-5-7’n^-N- (4, 5 - A'- 2 

-d'7^) 'C/XTS: K 

MtLT, 2-7tf^r’>-5-7'a ; e^lf®, W2-75;-4, 5- 
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: 2 2 . 0 % 

1 H — NMR (CD C 1 3 ) • 5 1 . 2 2 (3H, t, J = 7. 5Hz), 1 . 2 

3 ( 3 H, t, J = 7. 5Hz), 2. 38 (3H, s), 2. 48 (2H, q, 

J = 7 . 5 Hz), 2. 57 ( 2 H, q, J = 7. 5Hz), 6. 96 ( 1 H, d , 

J = 8 . 7Hz), 7. 58 (1H, dd, J = 8. 7, 2. 7Hz), 8. 32 

(1H, s), 1 1. 4 0 (1 H, b r). 

[2 -T± Ts-n \?T's • • *zf • 

7 /f ^ ^ h !) (Europian Journal of Medicinal Chemistry)!, 19 9 

6^, ^3lt, p. 861-874 I®*** b"C> 5-yn^eD-y ^ 

Alt 4 (1) 

(3) 5-^d^-N- (4, 5 yV- 2 —fA) — 2 — fc 
Kc^r^yXT^ K (Mft3 7) 
ilftLt, 2 -Tir 5 -^ot-N- (4, 5 - 

;w-2 — fA) K&JBVVT0S2 (2) fc|p|«©iftf£$TfTV\ 

« : 7 0 . 2 % 

1 H — NMR (CDC1 3 ) 5 : 1. 25 (3H, t, J = 7. 5Hz), 1. 

26 ( 3 H, t, J = 7 . 5Hz), 2. 52 (2H, q, J = 7. 5Hz), 2. 

60 ( 2 H, q, J = 7 . 5 H z ), 6. 84 (1H, d, J = 8. 7Hz), 7. 

43 (1H, dd, J = 8 . 7, 3. 0Hz), 8. 17 (1H, d, J = 3. 0 

Hz), 11. 35 (1H, br), 12. 83 ( 1 H, br). 
m 3 8 : 3 8 (Dik£ty)<Dm& 

Jpfi Lt, 5-^u^-fry fvHfe, Xt/2-7';/-4, 5 

iRSp : 3 2 . 6 % 

M : 1 8 8 - 1 8 9t 

*H— NMR (DMSO-d 6 ) : 5 6. 98 (1 H, d, J = 8. 7Hz), 7. 
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4 0-7. 4 9 (6H, m), 7. 5 3-7. 5 6 (2H, m), 7. 59-7. 
63 ( 3 H, m), 8. 01 (1H, d, J = 2. 4Hz), 11. 80 (2H, 
b r s ) . 

[2 -7$ 7-4, 5 — *JZ7 : Fy**— • TvU • S/* 

. df- 5 ; — : n ^ Jvl/ • • Jr-fi— y 7 • >r ^ * h y 

(Zhournal Organicheskoi Khimii: Russian Journal of Organic Chemistry)],, 
(o W), 1 9 8 0 Il.6f, p. 2 185#®] 

M 3 9 : ## 3 9 O-fb-g-feOlKat 

(1) 2-7 5 7 - 4 , 5 - If* (777-2-J^) 

!7 n V ( 0 . 5 0 g, 2, 60 mm o 1 ) 7 —JV (1 5ml) {£ L, 

'77 7 5 K ( 2 1 8 . 8mg, 5. 2 0 m m o 1 K "7“ h y !7 7*^ h K ( 5 3 
0. 8 mg, 7. 8 0 mm o 1 ) ZMz., MT? 2 Ufc* 

Tklc&lt. «IJB£7k, MtK« 

7 - h y «JE®*LT#bnfc*aESr'>y W h?7 

7 4 — 1 •• 1-»1 : 2) T'^S LTSM'fb'a i 

£J£eTb (17 5. 0 m g , 31. 1 %) £#7c 0 

1 H — NMR (DMSO-d 6 ) : 5 6. 5 9 (1 H, dd, J = 3. 3,2. 



1 H z ) , 


6. 


6 2 (1H, d d, 


J = 3. 


3, 2. 1 H 


z ), 6 . 


7 3 


(1 H, 


d d, J 


= 3. 


3, 0. 6 H z ) , 


6.80 


(1H, d d, 


J = 3. 


3, . 


0. 9 H 


z), 7. 


0 5 


( 2 H, s), 7. 


7 5-7. 


76 ( 2 H, 


m) . 







(2) 5-7'P^e-N- [4, 5-tfX (777-2-J/V) 2 

— r yv] — 2 — t Kd^'7^7X7 5 K «&&&## 3 9) 

IT, 5-Xn^etyf/^ &t72-T5;7-4, 5 - tf* (777- 

: 12, 9% 

1 H — NMR (DM S O — d 6 ) :S 6. 65 (1H, dd, J = 3. 6, 1. 
8Hz), 6. 68 (1H, dd, J = 3 . 6, 1. 8Hz), 6. 75 (1H, 
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d, J = 8, 7Hz), 6. 92 ( 1 H, dd, J = 3. 6, 0. 9Hz), 6. 
93 (1H, d, J = 3 . 3Hz), 7. 37 (1H, dd, J = 8. 7, 2 . 7 
Hz), 7. 80 (1H, dd, J = l. 8, 0. 9 H z ) , 7. 8 4 ( 1 H, d 
d, J = 1 . 8, 0. 9Hz), 7. 9 2 (1H, d, J = 3. OHz), 14. 

8 8 ( 2 H, b r). 

#14 0 : •fbn'%#-^-4 0 <D4k&%<DMzXE. 

(1) 2-Tir h^r'>-N- ( 5 - h V 1 , 3 , 4-^T^T 

/— A'— 2 — 4VU) ^yX7 ^ K 

O— y n U h\ M2-75:y-5- (by 7 

3, (l) 1 

*frv\ 

M : 5 1 . 1 % 

X H-NMR (DMS O— d 6 ) : 8 2. 23 (3H, s), 7. 32 (1H, d 

d, J = 8 . 0, 1. 2Hz),7. 45 ( 1 H, td, J = 7. 6, 1. 2Hz), 

* 

7. 69 (1H, t d, J = 8 . 0, 2. OHz), 7. 8 7 ( 1 H, dd, J = 

8. 0, 2. OHz), 13. 75 ( 1 H, brs). 

(2) 2 — t — N— (5 - 3, 

'/ ;V— 2 /ts) ^yX7^ K (ft^#l#f4 0) 

2-Tir b^r'>-N- ( 5 - h V 7;VJrn X 1 ■, 3 , 4-f- 

7^7X^-2-^/V)^yX7? K£$V'T#12 (2) £: 

W : 9 2. 9% 

'H-NMR (DM S O — d 6 ) : 5 7. 00 (1H, td, J = 8. 0, 0. 

8 H z ) , 7 . 06 (1H, d, J = 8. 4Hz), 7. 51 ( 1 H, ddd, J 
= 8. 4, 7. 6, 2. OHz), 7. 92 (1H, dd, J = 8. 0, 1. 6H 
z), 1 2. 1 6 (1 H, b r )! 

#14 1: 1 
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Milt, M2-7$y-5-hy7^tn^f^ 

— 1, 3, 4 — ^f-T 1 6 t W:Mika-$> 

*mz 0 

ltK$ : 8 .0 . 2 % 

1 H — NMR (DMSO— d 6 ) : 5 7. 01(1H, d,J = 9. 0Hz), 7. 

63 (1H, dd, J = 8 . 7, 2. 7Hz), 7. 97 ( 1 H, d, J = 2. 4 

Hz). 

#14 2 : {&&&## 4 2 ©-ffr&fcl©jR3t 
: 1 2 . 2 % 

1 H— NMR (DMS O— d 6 ) : 6 7. 04 ( 1 H, d, J = 9 . 0Hz), 7. 

49 (1H, dd, J = 9. 0, 3. 0Hz), 7. 54 ( 1 H, d, J = 8. 4 

Hz), 7. 88 (1H, d, J = 2 . 7 H z ), 8. 21 ( 1 H, dd, J = 8. 

7, 2. 7Hz), 8. 74 ( 1 H, d, J=2. 7Hz), 10. 62 ( 1 H, 
s), 1 1. 5 7 (1 H, s). 

#!l 4 3 : 4 3 <D'ffc-g'#|CE>Mi£ 

5-^natUf/Pl?, S.t72-T5;y-6-i7nn-4-^ 

’>k°y $-S^Sr/0V'T0S 1 ■SISfb'g-to&ftfc. 

W : 2. 2%, 

1 H~ NMR (DMS O — d 6 ) : 8 3. 8 6 (3H, s), 6 . 8 5 ( 1 H, s), 

7. 01 (1H, d, J = 9 . 0Hz), 7. 47 ( 1 H, dd, J = 9. 0, 3. 
0Hz), 7. 81 (1H, d, J = 3 . 0Hz), 11. 08 (1H, s), 11. 

6 5 (1H, s). 

#1 4 4 : 4 4 

Ltv 2 -T± h^F-'>- 5 — ^ %.Tf5 —T % J A 
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: 1 3 . 3 % 

1 H — NMR (DMS O— d 6 ) : 8 2. 2 0 (3 H, s), 6. 41 (1H, t, 

J = 2. 1 H z ) , 7. 2 7- 7. 3 6 (4H, m), 7. 63 ( 1 H, dd, J 
= 8. 7, 2. 7Hz), 7. .74 ( 1 H, d, J = 2. 7Hz), 7. 93 (l 
H, s), 10. 21 (1H, s), 11. 04 (1H, s). 

M 4 5 : 4 5 (Dit'a^O 

IS^TC • P e a k d a 1 eft 
^n.^-K#f : p.F.c-04 4 8 
084 6 : ft^3#-§-4 6 



LT, 5 -y p p-ft y 5.0 3 -7$ / y ^£)BV'X0!l 16ft 



M : 4 . 3 % 










1 H — NMR (DM S O — d 6 ) : 8 


7. 0 7 (1 H, 


d, 


J = 8. 


7Hz), 7. 


51 (1H, dd, J = 9. 0, 3. 


0Hz), 7. 


6 1 


(1 H, 


d t , J = 7 . 


8, 1. 2Hz), 7. 70 (1H, 


I'- 

ll 

► — ) 

+-» 

’■d 


8, 


1. 5 H 


z ) , 7. 9 8 



( 2 H, d, J = 3 . 0 H z ) , 8. 01 (1H, s), 8. 82 (1H, d, J 
= 2. 4 H z ) , 10. 80 (1H, s), 11. 74 ( 1 H, s). 

#!4 7 : ^-^#-^-4 7©fc‘&&'©®5S 

Mft LX, it; 3 - 7 ^ - 9 - xf 

$r/0V'X0!ll 6ft^(D^^m\ a®{b^Sr#7c„ 

1R4S : 6 4 . 6 % 



1 H — NMR (DM SO— d 6 ) : 5 


1.3 3 ( 3 H, 


t , 


J = 7. 


0Hz), 


4. 


4 6 ( 2 H, q, J = 7. 0Hz), 


7. 0 4 (1 H, 


d, 


J — 9 . 


OH z), 


7 . 


2 1 (1 H, t , J = 7. 3H z). 


7. 4 5-7. 


5 2 


( 2 H, 


m), 7. 


6 4 


-7. 6 5 ( 2 H, m), 7. 7 0 


(1H, d, J = 


8. 


4, 1. 


9 H z ) ,- 


8. 



11-8. 15 ( 2 H, m), 8. 49 (1H, d, J = l. 9 Hz), 10. 5 
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5 (1H, s), 1 2. 2 2 (1H, s). 

M 4 8 : fc'g'W# 9 5 <Dfc&Vs<DWk 

MiLT, h\ &t73, 5 -If* ( MJ 7/Ut 

P * fvu) 7=y ySrlV'tW 2 ( l ) i E#©tSM1s.&fTV\ . 

M : 8 4 . 2 % 

'H-NMR (DMS O — d 6 ) : 5 2. 3 6 (3 H, s), 7. 19 (1H, d 

d, J = 8 . 0, 1. 2Hz), 7. 39 ( 1 H, td, J = 7. 6, 1. 2Hz),. 

7. 57 (1H, d d d , J = 8. 0, 7. 6, 1. 6Hz), 7. 65 ( 1 H, 
s), 7. 83 (1H, dd, J = 8. 0, 1. 6Hz), 8. 11 (2H, s), 

8. 31 (1H, s). 

#J4 9 : ^$##4 8 0ft;^0#aS 

2 -Tir [3, 5-tf* ( h V ? ^/v) 

-^]^yX7 5 K «b-&05#-g-9 5) Sr^V'Tm (2) 

JR# : 45. 1 % 

‘H-NMR (DMS O — d 6 ) : 6 6. 96-7. 02 (2H, m), 7. 45 

(1H, ddd, J = 8 . 0, 7. 2, 1. 6 Hz); 7. 81 (1H, s), 7. 
87 (1H, dd, J = 8 . 0, 1. 6 H z ) , 8. 46 (2H, s), 10. 8 

0 (1H, s), 11. 2 6 (1H, s). 

m 5 0 : 4 9 ©ffrg-fcOSgig 

WMt LT> 5-7/^nfyf/^ &17 3, 5 — tf* (I> y7/i'tn^f/u) 

T^y ySrlV'T^l 6 ra8totSfcfe&m\ 

:58.7% 

1 H-NMR (DMS O— d 6 ) : 8 7. 0 4 (1H, ddd, J = 9. 0, 4. 

5, 1. 2Hz), 7.. 3 0-7. 3 7 (1H, m), 7. 66 (1H, ddd, 

J = 9 . 0, 3. 3, 1. 2Hz), 7. 84 ( 1 H, s), 8. 46 (2H; s), 
10. 85 (1H, s), 11. 21 (1H, b r s). 
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m 5 1 : { 5 0 <Dik&%l<D& 



Mtlt, 5-^oofyf/^ W3, 5-tf* (H7/Utn^f;!/) 

7-v e tmm<oWiVEZft\,\ 0 



JR$ : 8 5. 


5% 












1 H — NMR 


(DMS O — d 6 


) : 5 


7. 0 5 (1 H, 


d, J = 8 . 


7 H z ), 


7. 


4 9 ( 1 H, 


d d , J = 8 . 


7, 2. 


, 7Hz), 7. 


8 5 (1H, 


s), 7. 


8 7 


(1H, d, 


J = 2 . 7 H z 


), 8. 


4 5 ( 2 H, s 


), 10. 8 i 


5 (1H, 


s ), 


11. 3 9 


(1H, s). 













{915 2 : 5 1 ©{b^OSUS 



Milt, 5-^n^y^yHfe N IkXF- 3 , 5 - If* ( F y 7/Utn^f/l,) 

T=y >SrfflV'T«9l 6fc^«©jfcfe&frV\ 

: 8 8 : 5 % 

1 H — NMR (DMS O— d 6 ) : 5 6. 9 8 (1H, d, J = 8. 8Hz), 7. 

59 (1H, dd, J = 8 . 8, 2. 8 Hz), 7. 83 (1H, s), 7. 98 
(1H, d, J = 2 . 8Hz), 8. 43 (2H, s), 10. 82 ( 1 H, s ), 
11. 3 7 (1 H, s). 

2-Ti? h^'>-N- [3, 5 - ( h y 7/V^-n ^ f /U)]-<yX7 5 K 

95 ; lOOmg, 0. 25 mm o 1 ) <DVE%a{k0Z^ ( 8 mL) 

M (3 0mg, 0. 54mmol), || (0. 02mL, 0. 3 9 mm o 1 ) 
&mu Ls #CV'T?5 0°CT4 N a 

HS0 4 *fc*>tf\ SSxf^jjiiUjLfc, mWt=L?-/i'M&7. K> T?ife 

y *ATM6j»Lfc. *«ISri^ff*LT»e»n*:*aESr'>y 

(n — : |^®xf;U= 4:1) 7?ff^ 
Ut, ( 6 0 0 m g , 5 4. 9%) £#fc 0 

$1 5 3 : 5 2 <Dfc&lfo<Dm& 

JI**£LT, 5-3-FtyM, 5.1/3, 5-lf* (H)7^to/f/U) 
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: 62. 2 % 

1 H — NMR (DMS O— d 6 ) : 8 6. 86 (1 H, d, J = 8. 4Hz), 7. 
74 (1H, dd, J=8. 7, 2. 4Hz), 7. 84 ( 1 H, s), 8. 13 

(1H, d, J = 2. 1Hz), 8. 84 (2H, s), 10. 82 ( 1 H, s), 

11. 41 (1H, s). 

09 5 4 : 5 3 

LX, M3, 5-tf* 

T-y V$r/8V'T#!ll 6 
iR$5 : 57. 2 % 

1 H — NMR (DMS O — d 6 ) : 8 7. 18 (1H, d, J = 9. 0Hz), 7. 
86 (1H, s), 8. 31 (1H, dd, J = 9. 0, 3. OHz), 8. 45 
(2H, s), 8. 70 (1H, d, J = 3. OHz), 11. 12 ( 1 H, s). 

09 5 5 : 5 4 

(l) 2 — vvV;d~ '>• — 5 — /JvU ^ 7l'5£c,8.^f : gg^< 2/ is/Uzi 7. y-jV 
^ — ^ y 5vl / §$? ( 4 . 9 8 g , 3 0 mm o 1 ) % n 5 K ( 1 5 . 

3 9 g , 9 0 mm o 1 h fcWt*. V $ A ( 1 6 . 59g, HOmmol), >f 

jUx.T-Astrb'*' (3 5 OmL) 8 Lfc 0 &&&> 

aaElc2^^gKS:Apx., g£^5vn?ft£ij Ltc 0 7k. 

*s x ) $} 2*2 u-?r ys/y y ( n — 3 : i ) 

**®' 'fy?* IIM0 6fe 

(5. 9 8 g, 57 . 5%) £#fc 0 

1 H — NMR (CDC 1 3 ) : 5 5. 2 7 (2H, s), 5. 3 7 (2H, s), 

7. 15 (1H, d, J = 9 . OHz), 7. 26-7. 46 (10 H, m), 7. 
99 (1H, dd, J = 9 . 0, 2. 4 Hz), 8. 36 (1H, d, J = 2.4 
Hz), 9.9 1 (1H, s). 
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( 2 ) 2 5 ~'>T 

2 5 — (6 9 3mg, 2 

mmol), (I6 7mg, 2. 4mmol), N-^ 

/Wfc'ny ( 3 m L) «>»£*$ rl 1 S^TMfcMHifcUfc. »«:«£*** 

23&/Ei£i£ (5mL), tK (3 0mL) §r^Dx., ^7c 0 

***2*£*BWW-M ****», 7k, ft***?*' 

^atSr^jBESiLTWfetLfcSftaESr^y^Dii'/u^^u 

T«ii^T^®^LT, (5 2 7 m g , 76. 7%) 

1 H — NMR (CDC 1 3 ) : 8 5 . 2 3 ( 2 H, s ), 5 . 3 5 ( 2 H, s ), 

7. 08 ( 1 H, d, J = 8. 7Hz), 7. 3 3-7, 4 3 (1 0H, m), 7. 

70 (1H, dd, J = 8. 7, 2. 4Hz), 8. 13 (1H, d, J = 2. 4 
Hz). 

(3) 5 -'>77fy 



2 — 5 -y7y£,|fSK7^x7T/^ (4 4 6mg, 1. 

3 mm o 1 ), 5 %/' ? 7 A— (4 5 mg) / — /u (1 OmL), x 

l ' 7tFD7?:/ ( 1 OmL) MX* 2 «7k^'^P L7t 0 * 

S'J^, (2 1 2mg, 100. 0 %) 

‘H-NMR (DMSO-d 6 ): 5 7. 0 2 (1 H, d, J = 8. 7Hz), 7. 

82 (1H, dd, J = 8. 7, 2. 4 H z ), 8. 12 ( 1 H, d, J = 2 . 1 
Hz). 



(4) N- [3, 5-fcf* (h V y/Uj-ajitf-sis) 7 ^-;v~\ - 5 _^ T y_ 2 
-fc Kndf-^^XT^ K (^Wf5 4) 

^ 3j 5-tT* ( h y X7 UXpt<5vU) 

W : 16. 6% 
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1 H — NMR (DMS O— d 6 ) : 5 7. 15 (1H, d, J = 8. 7Hz), 7. 

85 (1H, s), 7. 86 (1H, dd, J = 8. 7, 2. 1Hz), 8. 22 
(1H, d, J = 2 . 4Hz), 8. 43 (2H, s), 10. 93 (lH,'s), 
1 2. 0 0 (1 H, b r s). 

#J5 6 : ^^##5 5 

nmtvxs rx?3, 5 -^ 

: 5 4 . 9 % 

'H — NMR (DMSO-d 6 ) : 5 6. 92 (1 H, d, J = 8. 7Hz), 7. 

28 ( 1 H, d d , J = 8 . 7, 1. 8Hz), 7. 71 ( 1 H, d, J = l. 8 
Hz), 7. 82 (1H, s), 8. 47 (2H, s), 10. 80 (1H, s), 

1 1 . 1 4 ( 1 H, s ). 

#15 7: ^^##5 6 

(l) 5 — [(l, l — 3i =f-jv\ f-y 

5- [(1, l-s^^vv) 31^/1/] — 2 — fc Kn^'^yXT/Vrt F (2. 1 
5 g, 12. 1 mm o 1 ) <D 1 , (1 0 OmL), 7k (4 OmL) M 

XA '7 7 5^(1, 7 6 g, 18. 1 mmo 1 K ]) ^ h V $ J* (7. 

3 3 g , 4 7 mmo 1) 7k#T> F V V 

(1. 7 6 g , 15. 5mmol) O* (lOmL) t«TU 
7c 0 aaKSM-hy ( 1 . 8 0g, 14. 3mmol) 

feta*., 3 0^WLt tVtc 0 1, 4 

8 1 g, 

7 7. 4%) £#fc a 

1 H — NMR (DMS O— d 6 ) : 8 1. 2 6 (9H, s), 6. 90 (1H, d, 

J = 9. 0Hz), 7. 58 (1H, dd, J = 8. 7, 2. 4Hz), 7. 75 
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(1H, d, J = 2 . 4Hz), 11. 07 (1H, brs). 

(2) N- [3, 5-fc^ ( h V 7x=/i/] - 5- [(1, 1- 

-2-t Kp +^7X7^ K Wb£4fe#-*5 6) 
JTOirLT, 5- [(1, 1 -v^fvw) ^/u] f-y f/i/®, 5 -If* 

T^y 6 SfM'fb'g' 

#i£#7c. 

JR$ : 5 3 . 8 % 

1 H — NMR (DMSO — d 6 ) - 8 1. 30 (9H, s), 6. 96 ( 1 H, d, 

J = 8 . 7Hz), 7. 50 (1H, dd, J = 8. 7, 2. 4Hz), 7. 82 
(1.H, d, J = 2 . 4Hz), 7. 83 (1H, s), 8. 46 ( 2 H, s), 1 

0. 8 0 (1H, s) 1 1.1 2 (1H, s). 

#15 8: 7 8 (Dfc&QltoWk 

(1) 5 — 7'fc^Vl'— 2 — ^ 

5 -7tf/Vfyf/^ ■ ^f/H7f/V (13. 5 9 g , 70mmol),^7 
•^p S; K (17. 9 6 g , 105 mm o 1 ) , V (19. 3 5 g, 

1 4 0 mm o 1 ), (3 5 OmL) ©jffi'grfcS: 8 

Ufc 0 Mm, 

L7c 0 tK, "(?$&?£, tf iS£im, Wfkte'i 

y-fu tryujc— ( 14 . 20 g , 7 

1. 4%) £#fc„ 

1 H — NMR (CDCI 3 ): 6 2. 58 (3 H, s), 3. 93 (3H, s), 

5. 27 ( 2 H, s), 7. 07 (1H, d, J= 8 . 7Hz), 7. 26-7. 
43 ( 3 H, m), 7. 47-7. 50 (2H, m), 8 . 0 7 ( 1 H, dd, J 
= 8 . 7 , 2 . 4 H z ) , 8 . 44 ( 1 H, d, J = 2: 4Hz). 

(2) 5 — T-ir^vV— 2 — 

5 — 2 — ^fvl'P^T’A' (5. 6 9 g, 2 

0mm o 1 ) 9 J— As (2 OmL), 7 h 7 t Kp 77> (2 OmL) 
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D, 2 ^jETKSSHb't' h U $ -I* (1 lmL) sirfiilTL', 8 BrFfB E I : }f;i^ L7c 0 
&ffi£2a£i£Sfe&*n*.. *J9 * » X ? yT'rtaiB U7c 0 7k, 

^-x/WT*^LT, (4. 9 2 g , 9 1. 0%)'«r #7c„ 

1 H — NMR (DMSO-d 6 ): 5 2. 55 (3H, s), 5. 32 (2H, s), 

7. 3 0-7. 4 3 ( 4 H, m), 7. 4 9-7. 5 2 ( 2 H, m), 8. 09 ( 1. 
H, dd, J = 9 . 0 , 2. 7 Hz), 8. 22 (1H, d, J = 2. 4 Hz). . 

(3) 5 — 2 — 'O'vyUX-^v'— N— [3, 5 — tf ^ (hy^/V^n 

yv] ^yX7 5; K 

J^3|S|.t .ut, 5 — T’-fefvl'- 2 &073, 5-tfX. ( h 

yyyy^-aX^yy) 7=y 4 ilP]B©IM£$:frv\ ^g-fb-n^^r 

#7c. 

J&ap : 6 3 . 1 % 

X H — NMR (DM SO - d 6 ) : 5 2. 57 (3H, s), 7. 11 (1H, d, 

J = 8 . 7 H z ) , 7. 86 (1H, s), 8. 05 (1H, dd, J = 8. 4, 
2. 1 Hz), 8. 44 (1H, d, J = 2. 1Hz), 8. 47 (2H, s), 1 
0. 96 (1H, s), 11. 97 (1H, brs). 

(4) 5-T-fe^yy-N- [3, 5-t'x. ( k y yyy^-ny f-yw) 7^ — yv] - 
2-t Kn^y^yXT^ K ('fb'B'^M-^ 7 8) 

5 -Tir^yy- 2 — O-'^yy^-^'y-N- [3, 5 - tf* ( H y :7yM-n X fvW 
7 xr. jv~] -^yX7 $ K (6 0 2mg, 1. 25mmol), 5 %^~7 v' ^ 

( 6 0 m g ) 1C ^ y X — yy ( 6 m L ) , 7h7t KD777 (7 2mL) £t 2J0 X., 
0^P^7k^»L7c o »H$r»BEe£U B®£n- 

SSHb'S'fcOS&Bffc (2 3 Omg, 4 

7. 0%) £#/c 0 

X H — NMR (DMSO-d 6 ) : 5 2. 59 (3 H, s), 5. 35 (2H; s), 

7. 3 2—7. 3 6 ( 3 H, m), 7. 43 (1H, d, J = 8. 7Hz), 7. 
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5 2 - 7. 5 5 ( 2 H, m), 


7. 


8 2 (1 H, 


s ), 8 . 16 (1H, 


d d , 


J 


= 8. 7, 2. 4 H z ) , 8. 


2 5 


(1H, d, 


J = 2 . 4Hz), 8. 


3 1 


(2 


H, s), 10. 8 9 (1H, 


s ). 











m 5 9 : 5 7 <D{t'&V0(Dm& 



5-Tir^-N- [3, 5 - tf* -2-fc 

K n ^r'y^'y 7^T 5! K ({bra'^’J##' 78; 50. 5mg, 0. 13 mm o 1 ) & 
^*/~vM2mL) TkSffbtf^iSX h y (2 3. 6 mg, 0. 

6 2 mm o 1 ) £1B.X 1 2B#P H m#lXc 0 

^llr£rzkx ISfn^:^7kx^?f-L v h V $ a 

tv^-x/v/n— 

(3 9. 7 m g , 7 8. 3%) 

'H-NMR (DMSO-d 6 ) : 5 1. 34 (3H, d, J = 6. 3Hz), 4. 

71 (1H, q, J = 6 . 3Hz), 5. 18 ( 1 H, brs), 6. 97 ( 1 H, 
d, J = 8. . 4Hz), 7. 44 ( 1 H, dd, J = 8. 4, 2. 1Hz), 7. 
84 (1H, s), 7. 86 (1H, d, J = 2. 1Hz), 8. 48 (2H, s), 
10. 85 (1H, s), 11. 32 (1H, s). 

■0<J 6 0 : 'fb'8‘$I#-S§- 5 8 

5— Tirf L A'-N— [3, 5-tf* ( HJ fvl") 7i- /W] - 2-t 

Kn#^yX7 5 K Ofb'n#!#-^' 78; 100. Omg, 0. 26 mm o 1 ) 
'—jV ( 3 m L) (C^^L-x t° (4 5/i 1, 0 . 5 6 mm o 1 k O 

— ^ fvH: Kn (25. 8mg, 0. 31 mm o 1 ) £rA0x. N 

1 B#Pp3M3t^ L7c„ M, 

7c 0 t&^&zkXgfci^U liTKMXby W± 

iJtfjW n-v : S^sifvU 

= 4 : 1) tf|gttiIMo6feS 0 B a (10 2. lmg, 9 5. 3%) £ 

#fc 0 

1 H — NMR (DMS O— d 6 ) : 5 2. 19 (3H, s), 3. 91 (3H, s), 
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7. 05 ( 1 H, d, J = 8 . 7 H z ) , 7 . 77 ( 1 H, dd, J = 8 . 7, 2. 

4 H z ) , 7. 85 (1H, s), 8 . 09 ( 1 H, d, J = 2. 4Hz), 8 . 4 
7 ( 2 H, s), 10. 87 (1H, s), 11 . 48 ( 1 H, s). 

#J 6 1 : 5 9 

LT, 5-Tir5vi'-N- [3, 5 - t"* (M7/^n^f;i/) 7l - 
- 2 -t Kn^yX7'; K (M#f7 8 ), Kp 

JfcSjS : 7 9 . 9 % 

’H-NMR (DM S O — d 6 ) : 5 2 . 2 4 ( 3 H, s ), 5 . 2 0 ( 2 H, s ) , ‘ 
7. 04 ( 1 H, d, J = 8 . 7Hz), 7. 2 9-7. 4 7 ( 5 H, m), 7 . 
76 (1H, dd, J = 8 . 7, 2. 4Hz), 7 . 85 ( 1 H, s), 8 . 07 

(1H, d, J = 2. 1Hz), 8 . 46 ( 2 H, s), 10. 8 7 ( 1 H, s), 

11. 4 7 (1 H, s). 

0 U 6 2 : ffc£*«5##6 0 

(1) 5- (2, 2-^7/xry-l-^/P) -2-tFn^If^ 

• 7 D/-h!);u (i 3 2mg, 2 mm o 1 ) J — )V ( 6 mL) {£$£$? L x 

5-^^^/VD-y fvHfc (3 3 2 m g , 2 mm o 1 ) ZMz.. 

'Z-'S'JjVT % 1/ (0. 1 m L) 2 US:* flftH L/cJt£J£ 

#^ b b h isTmMik&mo&n&mft ( 139 . 9m 

g , 3 2. 7 %) £#7 Co 

’H-NMR (DMS O — d 6 ) : 8 7 . 1 2 ( 1 H, d , J = 8 . 7 H z ), 8 . 

09 (1H, dd, J = 8 . 7, 2. 4Hz), 8 . 41 ( 1 H, s), 8 . 50 

(1H, d, J = 2. 4 H z ) . 

(2) N— [3, 5 - hf* (Hj7/l/to7f^) 7xx/l/] — 5 — ( 2 , 2 — 

1 --T/V) - 2 -t KnJf^yX7^ K 6 0 ) 

i LX, 5— (2, 2~'^'>7 7 x 77 - 1 -^ /lx) — 2 — t FnJf v'5£:,t!. 
2£.tF3, 5 — t';*. ( h y 7 /u^-p / ^-/u) t=- V 1 6 1 |rJ# 
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(D&ftz'i tv\ Mm\k%yo*ntL 0 
1R3* : 9 . 1 % 

1 H — NMR (DMSO-d 6 ) : 8 7. 13 (1H, d, J = 9. OHz), 7. 
83 (1H, s), 8. 0 4 (1H, dd, J = 9. 0, 2. 4Hz), 8. 36 
(1H, s), 8. 38 (1H, d, J = 2 . 4Hz), 8. 43 (2H, s), 1 

1. 4 3 (1H, s ). 

#|6 3 : ^^#-§-6 

(1) 5- [(2-'>77-2-^ Y^r\y^;VM=.;V) -2- 

t: 

5 — ]) ( 3 3 2 m g , 2 mm o 1 K v'T / * 7VI' 

(1 9 8 mg, 2 mm o 1 ). (6mL) <DMa '$ ?{£ Y ]) (0. 

2mi) zmx., 5^r^n^»f£b7c 0 ism#. ^ ml 

fcM B B alr5tL, ^b b b (n-^^rf-y) LTQIlI{b^#l<7>$|tfe@$: (3 2 7. 
7m g, 6 6. 3%) $r#7t 0 

1 H — NMR (DM S O — d 6 ) : 6 3. 8 5 (3H, s), 7. 15 (1H, d, 

J = 8. 7 H z ) , 8. 20 (1H, dd, J = 8. 7, 2. 4Hz), 8. 37 

(1H, s), 8. 66 (1H, d, J = 2 . 4 H z ). 

(2) 3- ({N- [3, 5 -If* (h y ;0/w-^^ 

/^} -4-t KP^r'>7x-/l/) -2-->7/77y/^ y 5v^*7Vl' ({b 

6 2) 

DfJfs|-£LT. 5- [(2-v/7/-2-^h^M-/i/) ^t^- 1-^/1/| 
-2-t Fn^r^S#^, S.I7 3, 5 -F7 ( M) 7/Wtn^f/l/) 7^y 7 

l&m 6 6.3% 

1 H— NMR (DM S O— d 6 ) : 5 3. 8 5 (3H, s), 7. 19 (1H, d, 

J = 9 . 0 H z ), 7. 85 (1H, s), 8. 20 (1H, dd, J=8. 7, 

2. 1Hz), 8. 33 (1H, s), 8. 45 (2H, s), 8. 50 (1H, d, 
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J = 2 . 1 H z ) , 11. 00 (1H, s), 11. 03 (1H, s). 
ffl 6 4 : to&mmUr 6 1 <D\ 

3- ({N— [3, 5-tf^ — /U] 77 )V) - 

4- t Kb^77x= /W -2-'77/77!J^i ({b^# 

f 6,2 ; 5 Omg, 0. 11 mm o 1 ) / V -A' ( 5 mL) L> 2 #1 

feTkWtfci- b V (0. 1 1 m 1 , 0. 2 2mmol) M/C 3 l$|BI 

»bfc 0 til^« 

srsses (sm^s \s) ( 13 . 5m g , 30 . 4%) 

£#7c. 

1 H — NMR (DMS O— d 6 ) : 8 7. 12 (1H, d, J = 8. 4Hz), 7. 

84 (1H, s), 7. .9 4 (1H, dd, J = 8. 4, 2.1Hz), 8. 38 
(1H, d, J=2. 1 H z ), 8. 45 (2H, s), 9. 87 (1H, s), 1 
1 . 4 1 ( 1 H, s ) . 

M 6 5 : 6 3 (Dfc&!&l<DM& 

N- [3, 5 — tf7 (F!)7/^a7 7/l') 7x=/U] - 2-tKo^>-5- 
3 — K^7X7 ^ K (fbg-Jfc##5 2 ; 4 7 5 mg, 1 mm o 1 h 7^1/7 (1 
3 0 m g , 1 . 2 5 mm o 1 ) > ( 4 . 5 m g , 0 . 02mmo 1 K 

h y 7. h — h y A') /^77-f 7 (1 2. 2mg, 0..04 mm o 1), i/4 

V7n fcVWT $ 7(3 8 8mg, 3 mm o 1 h N, N-'^f^/VA7vK(2 

m l) am#® & 8 NFrasossat u/c o u/c 0 

tK> 

;VJ) J J*t? V-? Ylfyy j — ( n -^^rt 7 : 7 7n f /7x^7/i/= 2 : 1 — ► 

1 : 1) TttfrfiLL (1 7 3 mg, 3 8. 3%) &#7c 0 

1 H — NMR (DMS O— d 6 ) : 5 7. 04 (1 H, d, J = 8.4Hz), 7. 

2 0-7. 2 9 ( 3 H, m) , 7. 38 (2H, t, J = 7. 5 Hz), 7*. 59 
( 2 H, d, J = 7. 5 H z ) , 7. 7 2 ( 1 H, dd, J = 8. 4,2. 1Hz), 
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7. 86 (1H, s), 8. 07 (1H, d, J = 2. 1Hz), 8. 49 (2H, 
s), 10.. 8 9 (1H, s), 11. 3 3 (1H, b r s). 

#16 6: 6 6 (Dfc -oi&CQfgHf 

N- [3, 5 - ( h V r7^-,u] — 2 — fc Kp^'>-5- 

3 - K^yX7 ; F 5 2 ; 9 5 0 m g , 2 mmol). MJ 

y ( 2 4 6 m g , 2 . 5 mm o 1 ) H ]} ^.=f-/VT ( 2 mL) 

RXfN, N-i/yi : 7-/l'7fr/UJ±T^ K (4mL) fd^$?L. TVUrf X^ffl^cndy- 
F7^(hy7x-/^ 7 ^)^7'y^(2 3mg, 0. 0 2mmol), 
^fk^— $s] (4 mg, 0. 0 2mmo 1) £r$sljnL. ^V'*C4 0°C’C i 2 B^'ESJSfc# 
t7c e (I OOmL) 

(lOOmL) fc\f'V±7j b^iiL tz 0 

7k. i^foJtiL7kT'Jlf L. 

l-fco P-7- h^77-f- ( n — : g£ 

'fkLTtlM'fk'n'^coS'felnB® ( 2 8 6 m g , 32. 1%) £r#£: 0 
‘H-NMR (DMSO-d 6 ) : 5 0. 23 ( 9 H, s), 7. 00 ( 1 H, d, 

J = 8. 7Hz), 7. 54 (1H, d d, J = 8. 7, 2. 4Hz), 7. 85 
(1H, s), 7. 98 (1H, d, J = 2 . 1Hz), 8. 4 6 (2H, s), 1 
0. 8 6 (-1 H, s), 11. 6 9 (1H, s). 

#16 7: Ck£^## 6 4 COfk^^ICOMit 

N— [3, 5 — ( h y 7 p J fvU) 7x=/l/] -2-t Kn^i/-5- 

C(hy^^yyu) ^yX7>; K (M»#t6 6 ; 2 3 3mg. 

0. 5 mm o 1) /U (lmL) L 2 ji&^Tk^fk^ H V $ M. (l 

mL) SrSSJBU fcV'-esSfi-C 1 ^ Lfc 0 ££»£** 2 &£&*£'*>(* 

Lfc 0 g£6£^5Vt'ji£r7K. L. $S7k§ftg£ 

»«Etr«£ES*Lfc. 

(6 7 m g , 3 5. 9%) 
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1 H — NMR (DMSO-d 6 ): 6 4 . 11 ( 1 H, s ), 7. 02 (1H, d , 

J = 8 . 4 H z ) , 7. 55 (1H, dd, J = 8. 4, 2. 1Hz), 7. 85 
(1H, s), 7. 98 (1H, d, J = 2 . 1 H z ), 8. 46 (2H, s), 8. 
46 ( 2 H, s), 10. 86 (1H, s), 11. 62 (1H, s). 

#] 6 8 : 6 5 it 

N- [3, 5-tf* (h V — 2 — t K 

.n^-5-3-K^X7'; K 5 2), M7x-/V7tf 

fflV'-C«6 6 fclTOO&fESrffV'. 

JRSp& : 4 0 . 8 % 

1 H — NMR (DMS O— d 6 ): 5 7. 06 (1 H, d, J = 8 . 4 H z), 7. 

4 2-7. 4 6 (3H, m), 7. 5 3-7. 5 7 (2H, m), 7. 64 ( 1 H, 
dd, J = 8. 7, 2. 1Hz), 7. 86 (1H, s), 8. 06 (1H, d, 

J = 2 . 1Hz), 8. 48 ( 2 H, s), 10. 94 ( 1 H, s), 11. 64 (l 
H, bis). . 

m 6 9 : 6 7 ©fls^O®5S 

N- [3, 5 — If* 7x- yu] — 2 — fKndF-'y— 5 — 

3— K^^XT 5; K 5 2 ; 2 0 0 m g , 0.42 mm o 1), & 1 , 

2-'J * Y*'s=^?'s (3mL) 7/W^y#i^TI^7 ( h 

t|7x 77^7) ^7'^^ (l 6mg, 0. 0 0 1 4mmo 1) 
u 5^1881# Lit. Kn^i77x=/M?7y (5 7 mg, 0. 

4 7 mmol) &TJ* 1 b V *> A (1. 3mL) SrSSinU &V'T?2B#Fi3 

7c o ftife^fvWgSrTk, U h V 

ftfcftfcaaE&S'y MfAsiJj Y^vy^i— (n 

— 'v.df’-lj- i/ : 6 • 1 - * 3 • l) ~CWlW*: 6"fe£pK3 (l 

0 9mg, 6 1. 1%) -Sr^TCo 

1 H — NMR (DMSO-d 6 ) : 5 7. 1 2 .( 1 H, d , J = 8 . 7Hz), 7. 
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3 3 -7. 3 8 (1 H, m), 7. 48 (2H, t, J = 7. 5Hz), 7. 67 

-7. 70 ( 2 H, m), 7. 79 ( 1 H, dd, J = 8 . 4, 2. 4Hz), 7. 

87 ( 1 H, s), 8 . 17 (1H, d, J = 2. 4Hz), 8 . 49 (2H, s), 
10. 9 2(1 H, s), 11. 4 1(1 H, s). 

#17 0: 6 8©ffrg*4&©fi36 

N- [3, 5-tf* ( h !) y jv-^ru 7x=^] - 2 - fc K 
ndrv'-S- (37^~,Uo:f^/P) K 6 5 ) «r/|3V'T0!l 

5 8 (4) 

: 8 6 . 2 % 

'H-NMR (DM S O — d 6 ) : 8 2. 88 (4 H, s), 6 . 93 (1H, d, 

J = 8 . 1 Hz), 7. 15-7. 34 ( 6 H, m), 7. 76 ( 1 H, d, J = 

2. 4 Hz), 7. 84 ( 1 H, s), 8 . 47 (2H, s), 10 . 79 ( 1 H, 
s), 11 . 15 ( 1 H, s). 

#7 1 :{M#f 6 9 (D{t&%(D9m 

LX, 2 - t Kb^V- 5 - ( H) 7/^u^ ^vW) 3 , 

5-t"^ (MJ 7 /vtn^f-/i/) T^y 1 6 l^#©j§sf££rfrV\ 

JRSp : 4 4 . 7 % 

l H — NMR (C D C 1 3 ) : 8 7. 17 (1H, d, J = 9. 0Hz)7. 7 
2-7. 75 ( 2 H, m), 7. 86 (lH, s), 8 . 17 ( 2 H, s), 8 . 3 
5 (1H, s) 11. 88 (1H, s). 

[ 2 -fc K u^r'y— 5 — ( h V 7/^P^f^) : #>1/ • T^K • 

7 7 - ■ — fcf 3 . V'T - -Y V (Chemical and Pharmaceutical 
Bulletin) J, 1 9 9 6 ^, |4 4|, p. 7 3 4#RS] 

#J 7 2 : 7 0 ©fc£^©§4i& 

IT, 2 - 1 Kb^>- 5 - 3, 

5 — tTX (M)7^B^f/i/) T — y 1 6 £PlfK©!if££:fTV\ 



203 




WO 03/103647 



PCT/JP03/07129 — 



1 H — NMR (CD C 1 3 ) : S 7. 1 9 (1H, d, J = 9. OHz) 7. 7 
0 ( 1 H, dd, J = 8 . 7, 2. 1 Hz), 7. 81 (1H, d, J = 2. 1 
Hz), 8 . 17 ( 2 H, s), 8 . 37 (1H, s), 11 . 92 ( 1 H, s). 
[2 — t 5 — ('O'? =f-;V) r-Jr $ tnV’T"y K • 

37 7 — 'y zj- ' y 77 /l' • fcf x. l/y -Y i/ (Chemical and Pharmaceutical 
Bulletin) J, 1 9 9 6 #, ^4 4i,. p. 7 3 4#|] 

M7 3 : 1 

JWWtU-C. 2-t Kndf-i/-5- (en— /l/-l->fyu) M3, 

5 -If* (l^/i'tD^f^) 7 = y 1 6 i; 



: 5 7 . 8 % 



‘H-NMR 


(DMSO-d 6 ) : 


5 6 . 


2 7 


( 2 H, 


d d, 


J = 2. 4, 


1 . 


8 Hz), 7. 


10 ( 1 H, d, 


J = 9. 


OHz 


), 7. 


2 9 


( 2 H, dd, 


J = 


2. 4, 1 . 


8 H z ) , 7. 66 


( 1 H, 


d d, 


J = 9. 


0, 


2 . 7Hz), 


7. 



86 (1H, s), 7. 98 ( 1 H, d, J = 2 . 4Hz), 8 . 47 ( 2 H, s), 
10 . 8 9 ( 1 H, s), 11 . 2 4 ( 1 H, s). 

M 7 4 : 7 2 

N- [3, 5-lf* ( h V y jv^ru 7x=/U].-2-tK 

n =*•'>- 5-3— K^yXT^ K (ffr&®##5 2), RXf2 -J-Jr7 ^'yTSv'y 

: 4 4 . 4 % 



1 H — NMR (DMSO-d 


«) : 5 


7. 0 8 ( 1 H, d. 


J = 8 . 


4 H z ) , 7. 


14 (1H, dd, J = 5 . 


4, 3. 


6 H z ) , 7. 4 5 


( 1 H, 


d d, J = 3. 


6 , 1. 2 H z ), 7. 51 


( 1 H, 


d d, J = 5. 1, 


0 . 9 H 


z), 7. 7 5 



( 1 H, dd, J = 8 . 4, 2. 4 H z ) , 7. 59 (lH,.s), 8 . 08 (l 
H, d, J = 2 . 4Hz), 8.48 (2H, s), 10. 91 (1H, s), 11. 
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3 8 (1 H, s). 

m 7 5 : 7 3 <0'fb£‘4&©8iit 

JOSCJN-t Its N- [3, 5-fc** ( h <J y/M-n^A') - 2 - t K 

P^r'>— 5 - S'- K^>X7 5: K (fb'a #)#-§- 5 2), W3-ft7iy^n2 
HSrffiV'T.^6 9 fS®fb£-#l ^^fc 0 

iM : 3 8 . 7 % 

1 H — NMR (DMSO-d 6 ) : 5 7. 06 (1 H, d, J = 8. 7Hz), 7. 

57 (1H, dd, J — 4 . 8, 1. 5Hz), 7. 66 ( 1 H, dd, J=4. 
8, 3. 0 H z ) , 7. 81-7. 84 ( 2 H, m), 7. 86 ( 1 H, s), 8. 
18 (1H, d, J = 2 . 1 H z ) , 8. 4 9 (2H, s), 10. 9 0 ( 1 H, 
s ) , 1 1 . 3 3 ( 1 H, s ) . 

#|7 6 : <b^#-^ 7 lOfc&WKDgkm. 

(1) 2 5 - (2 -/n^ertf^) -N- [3, 5 - If* 

( H) 7ip/v] ^yX7^ K 

5 — Tir5vP- 2 N— [3, 5 - t:"* ( HJ 7^tn^f/y) 

7^—71^] ^7X7 ^ K ($1 5 8 ( 3 ) CD-fb-a^) » 4 . 8 1 g , 10 mm o 1 ) 
^7F7kKD77y (3 0ml) 7 xp/VM ) J* 

HJ/P'; K (3. 7 5 g , lOmmol) SrJbDx.^ .£fi*C 1 2 B#!?.W#b?c 0 * 

Lfc. h y 

tKx #JES 

^LT^bftfcMSrv'J) h^7^- (n — 

/W=4 : 1) T-ftMU S&i, UTSH^#!© 

(2. 3 9 g, 4 2. 7%) Srftfc. 

‘H-NMR (DMS O- d 6 ) : 5 4. 91 (2H, s), 5. 36 (2H, s), 

7. 3 2-7. 3 5 ( 3 H, m), 7. 4 7 (1H, d, J = 9. OHz), 7. 

5 2- 7. 5 6 ( 2 H, m), 7. 8 2 ( 1 H, s), 8. 21 ( 1 H, dd, J 

= 8. 7, 2. 4 Hz), 8. 29 (1H, d, J = 2. 4 Hz), 8. 31 (2 
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H, s), 10. 9 1 (1 H, s). 

(2) 2 — is— N— [3, 5 — tf^ ( h U 7 n / 7i^ 

*3 - 5 - ( 2 - X fvl^T 4 — f jv) ^y /7 ^ K 

2-^y^^-^r'>-5- (2--yD^T'fe5 1 7W) -N- [3, 5 - fcf* ( h y 
7/UD>f/P) 7xx;i/] ^yX7'; K (2 8 Omg, 0. 5mmolUt 
5 K (4 lmg, 0. 55 mm o 1), hy^A(50mg, 0. 

6 0 mm o 1). ^7 7 — /V (1 5mL) 1 RJtM 

€r7k N Miffing-?- MEE-g^bT 

#^tb7c^}SS:'>y %y/u? n-v :7^ — (^.^ff-^ : 4 ; j) 

(l 8 1 mg, 67. 5%) £ #7c 0 

1 H— NMR (DMS O— d 6 ) : 5 2. 7 2 (3 H, s), 5. 2 9 ( 2 H, s), 

7. 3 3-7. .3 6 ( 3 H, m), 7. 40 ( 1 H, d , J = 9. 0Hz), 7. 

5 4-7. 5 7 ( 2 H, m), 7. 81 ( 1 H, s), 7. 94 (1H, s), 8. 
12 (1H, dd, J = 8 . 7, 2. 1Hz), 8. 27 (1H, d, J = 2. 1 
Hz), 8. 31 ( 2 H, s), 10. 86 (1H, s). 

(3) N— [3, 5 — \f7 ( F y 7/^n^f/l/) 7 -2-t Ko^7 

-5- (2 -*=f-)V=}-T'J— /U-4 — f/V) ^7X7^ K 7 4) 

2 ^y/l/X^r'7-N- [3, 5 - fcf* ( 1> !J 7/l^Xn 7x-^] - 

5- 4-J )V) ^X7? K (16 Omg, 0. 3m 

mol), 1 0 % P d — C (2 4 Omg) %=n? y (i Om 1) 7 jc 

m^m%T3. 5M»Lfc 0 

(10 3. 4 mg, 7 9. 2%) 

1 H — NMR (DMS O— d 6 ) : 8 2.7 2 (3 H, s), 7. 0 8 ( 1 H, d, 

J = 8. 7 H z ) , 7. 83 (1H, s), 7. 85 ( 1 H, s), 8. 01 (1H, 
dd, J = 8 . 7, 2. 4 H z ), 8. 42 (1H, d, J = 2. 1Hz), 8. 
50 ( 2 H, s), 10. 96 (1H, s), 11. 40 ( 1 H, s). 
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m 7 7 : 7 5 

2 5 - (2-yn^eTir^) -N- [3, 5 - tf* ( b V 
y /vir o X ^yp) 7 ^ —si/] ^yX7 5 K (#J 5 8 ( 3 ) co-fb o'#? ; 2 8 0 m g , 

0 . 5 mm olh 2-7^7b!J^y (5 1. 8mg, 0. 55 mm o 1 K ^ 

b y (5 Omg, 0. 6 mm o 1 h J — (1 OmL) 

tj\ ^‘^S : ar7R> ^ 

e/^AT'^Ufc^, MM*bT#^tL7cM$r'>y n-7 

- (n-^^ibV : @^^fvU= 1:2) TitM LT (13 0. 3 mg) 

£r#£io ( 1 0 8 m g , 0. 1 9 mm o 1 h 1 0 %P d — C ( 1 

lmg), J — A* (8mLh BEifeai^vl' (8mL) !)£:7Klt#ia^Ts 

7BfF B TO$bfc 0 iSr5»U 5tt«rilffi«*UT#6.tLfcaitSrS/y 

b^77>f- (n-^^rib^ : @^^,u= 1 : 3) *C**®LTai 
M{b£rt)<7>Sfe@{fc (.1 8. 3 mg, 2 0. 2%>£#7c 0 
1 H— NMR (DM S O — d 6 ) : S 6. 90 (1H, d t , j = 6. 6, 0. 

9 H z ) , 7. 10 (1H, d, J = 8 . 7Hz), 7. 25 (1H, m), 7. 5 

7 (1H, d, J = 9. 0 H z ) , 7. 86 (1H, s), 8. 04 (1H, dd, 

J = 8 . 7, 2. 1Hz), 8. 35 ( 1 H, s), 8. 4 8-8. 5 6 (4H, 
m), 11. 00 (1H, s), 11. 41 (1H, s). 
m 7 8 : 7 6 <Dfc&Wo<Dtl$tfk 

(1) N— [3, 5 — If* (f^/Wtu^f/U) 7i=/l^] — 5-3— K— 2 
b*'>* b ^yX7$K 

N- [3, 5 -If* (H)7/l'tD^f/W 7i=/V] -2-t Ko^v'-5- 
3 — fXyX7 5: K 52 I 4. 7 5 g , 10 mm o 1 h * n cz ^ f- 

yl^ y — y )V (1. 14ml, 15 mm o 1), JETcSt# V J* (2 . 7 6 g , 

2 0 mm ol), T± b^ (50 mL) <DM £-<& 8 L tc a E&iB& 

Wfi$Lx-?-A'-?to tt|L7c» ^mwr&i k. 
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«ES*L-C^5>JxfcafiS:'>y 

^^77^- (n-'s : g£@?a:9vW= 3 : D. X'ilL, 5$t£ (n 

LTSSib^oefeB#: (3. 9 6 g, 7 6. 3%) 

‘H-NMR (DMSO— d 6 ) : 5 3. 3 8 (3H, s), 5. 28 (2H, s), 

7. 12 (1H, d, J = 9. 0 H z ) , 7. 81 ( 1 H, s), 7. 82 (1H, 
dd, J = 8. 7, 2. 4Hz.), 7. 88 ( 1 H, d, J = 2. 4Hz), 8.. 
4 0 (2H, s), 1 0. 8 7 (1 H, s). 

(2) N- [3, 5 — tf X (hy7/Wtn^f/H :7^=/l/| '- 2 -X h 

h^'X-5- (t'yi/y-2-^/v) K 

N- [3, 5-lfX /U] -5-3— K-2-^h 

,Wh^WX75K.(0. 2 0 g , 0. 3 9 mm o 1 ) £N, 

/^/^7 5 K ( 8 m 1 ) h V - n - X5vv ( 2 - fcT U ^ X ( 0 . 

13ml, 0. 4 l.mmo 1), ( M).7i-/k7t77>{ 7) /^7 

(3 2. 1 m g > 0. 0 5 mm o 1 ) ^Dx.> 1 0 0°CT'l. 5 l$|RH*# 

Lfc 0 ftsi, ff*xf/vT?amiifc 0 «JS£7k, is 

A •'7n-7h^77-{“ (n : gj;@£jc^-/W= 2 : 1 -» 1 : 

1) (3 7. 9 mg, 2 0. 8%) £ #fc 0 . 

* 

1 H — NMR (CD C 1 3 ) : 5 3. 6 4 (3H, s), 5. 53 (2H, s), 

7. 2 3-7. 2 8 ( 1 H, m) , 7 . 36 ( 1 H, d, J = 8. 7Hz), 7. 
65 (1H, s), 7. 7 7-7. 8 4 ( 2 H, m), 8. 20 (2H, s), 8. 
31 (1H, dd, J = 8 . 7, 2. 4 H z ), 8. 6 8-8. 7 0 (1H, m), 

8. 83 (1H, d, J = 2 . 4Hz), 10.12 (1H, s). 

(3) N- [3 , 5 -If* (MJ 7/Utn^f^) 7x=/V] - 2-.t Kn^rV 
- 5 - ( t° y v?v- 2 — OV) ^7X7 ^ K (-fb^## 7 6) 

N— [3, 5 — tfX ( -2-* l'drv'X h>i/ 
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-5 - 2 -JM s<yXT* K (37. 9 mg, 0. 08 mmol) 

f y —)\s (3ml), ( 0 . 5ml) 2 Ltz 0 # 

h V P A7k^$R:£>ltx L 

tea ^^Ji£r7kx l^fa^&TkT'gfcjf-Lx Ml fflBz 

}) tjsf jv? n-<r b Vyy y— (n — : gftggm 
^=2 : 1) -CltMLT (16. 2mg, 4 7. 2%) 
£#fc„ 

1h "NMR (DMS O— d 6 ) :• 6 7.13 (1H, d, J = 8. 4Hz), 7. 

33 (1H, ddd, J = 7. 5, 6. 3, 1. 2Hz), 7. 86-7. 91 (2 
H, m), 7. 9 7 (1H, d, J = 7 . 8 Hz), 8. 2 0 (1H, dd, J = 
8.. 7, 2. 1Hz), 8. 5 0 (2H, s), 8. 5 9 (1H, d, J = 2. 4 
Hz), 8 . 6 4 — 8. 6 6 (1 H, m), 10. 97 ( 1 H, s ), 11. 53 ( 1 
H, s). 

M 7 9 : 7 7 

l>Tx 5 -y h^rv-f-y &t>*3, 5 - t"* ( h ]) yjv^ru y =f-;v) 

T-v;y&m\,'Tmi 6 tmm<Dm / E*'ir's\ mmi'c^^mz. 

: 5 6 . 8 % 

‘H-NMR (DMSO-d 6 ) : 8 3.7 7 ( 3 H, s), 6. 9 7 ( 1 H, d, 

J = 9. 0Hz), 7. 10 (1H, dd, J = 9 . 0 , 3. 0 Hz), 7. 43 
(1H, d, J = 3 . OHz ), 7. 84 ( 1 H, s), 8. 47 (2H, s), 1 
0. 8 4 (1 H, s), 10.91 (1H, s). 

M 8 0 : 7 9 

(1) 5-T-t?Vl'-2-y h =*-->£ S#®? 

5 -T-t^/U-y-y J-SVM OOg, 2 5. 7mmol)x05 

V $ -A ( 7 . 1 0 g, 5 1. 4 mm o 1), N, N — ^ )V-fa ;v J\~f 5 K ( 2 

5 m L) 07l'^'i^^7K^T'?^4(]Lfc^x (2. 5mL, 40. 1mm 

o.D ***- ^T3^^L7c 0 
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mm.^^xmtah ± 0 u 

wy/Dt>x-rv 

LTlIft^00fei B B s (5. 1 7 g, 9 6. 5%) £#fc 0 
7H-NMR (CDC 1 3 ) : 6 2. 5 9 (3H, s), 3. 92 (3H, s), 
3. 99 (3H, s), 7, 04 ( 1 H, d , J = 8. 7Hz), 8. 12 ( 1 H, 
dd, J = 8 . 7, 2. 4Hz), 8. 4 1 (1H, d, J = 2. 4Hz). 

(2) 5-^y^f D/l^-2-^ 

5 — TX.J-JV— 2 — y )\s (0. 5 0g, 2. 40 

mm olK t e r t — ~f h D & J* (0 . 8 1 g, 7. 22 mm o 1 ) * x 

hxt Kn7?y (1 OmL) LfcfL mty^^ (0. 

5mL, 8. 0 3 mm o 1 ) *MX-, MX10fOT#b7c: o 

3TtilJi£-7k. 

h JJ M&^\^xmbfttc.n&*>s') ■b’ffrt n 

(n 3 : 1 -* 2 : 1 ) tflULtll 
(14 3. 1 m g , 2 5. 2%) £#fc 0 

1 H — NMR (CDC 1 3 ) : 6 1. 2 2 (6H, d, J = 6. 9Hz), 3. 5 
2 (1H, m), 3. 9 2 ( 3 H, s), 3. 9 8 (3H, s), 7. 0 5 (1H, 
d, J = 8 . 7Hz), 8.13 (1H, dd, J = 8. 7, 2. 4Hz), 8. 

4 2 (1H, d, J = 2. 4 Hz). 

(3) 5 — 

5 — < jv-2-y y^/u^xv-su ( 1 4 3 . img, 

0. 6 0mmol) & y ■? y *— JV ( 5mL) 2 ffl.7zL7kWtik'f' h- V A 

^ (lmi) Btfcu&mz 

h v ? j*xn&Ltc& s mEEW£vxmmik&y>}(o&&i£ik a 3 4 m g, jr* ■ 
zmc 0 • 

1 H — NMR (CD C 1 3 ) : 8 1 . 2 2 (6H, d, J = 6. 9Hz), 3.5 
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9 (1H, m), 4. 15 ( 3 H, s), 7. 16 (1H, d, J=8. 7Hz), 

8. 24 (1H, dd, J = 8'. 7, 2. 4Hz), 8. 73 ( 1 H, d, J = 2. 
1Hz). 

(4) 5-^y/f IJ/l'-N- [3, 5 - t" ^ ( h 1) yjV^-u } f-jV) y at— /P] 

It, 5 — i y^!)/V-2-^ &tf3, 5 - tf* (K 

#7c 0 

: 6 1 . 4 % 

‘H-NMR (CDC 1 ,) : 5 1. 23 (6H, d, J=6. 9 Hz), 3. 6 

4 (1H, m), 4. 20 (3H, s), 7. 18 (1H, d, J = 8. 7Hz), 

7 : . 6 5 (1H, s), 8. 19 ( 2 H, s), 8. 2 2 ( 1 H, dd, J = 8. 

7, 2 1Hz), 8. 8 8 (1H, d, J = 2. 1Hz), 9. 9 8 ( 1 H, s). 

(5) N- [3, 5 — ( h V yjv^ru y =f-ju) y ?L=.)V\ — 2 — t 

-5 — r y/f 5 k Hb^feli^-7 9) 

5—fy/f y/^-N- [3, 5-fc'^. ( H) yjv^rn y f-ju) 7i^] -2 
— X h^'^yXT $ K (14 3. 4 m g , 0. 33 mm o 1), 2, 4, 6 — ^ 
y (3 ml), (5 3; 1 mg, 0. 4 0 mm o 1 ) 

1 Life. '?fr£jlgL 2 

Lfeo h y 

£LT#b;frfc^S£'>' y iJtfjl'y n?F^77^“ (n 

/b= 3 ; i) -cit§gu U&fc yyv tvu^— x/y) uxtlffl 

'fb'n‘^l<7) (90. 3mg, 65. 3%) £r#fc. 0 
X H — NMR (DM S O — d 6 ) : 8 1. 12 (6H, d, J = 6. 9Hz), 3. 

66 (1H, m), 7. 12 (lH, d, J = 8. 4Hz), 7. 85 (1H, s), 
.8. 07 (1H, dd, J = 8. 4, 2. 4 Hz), 8. 45 (1H, d, J = 2. 
4H z), 8. 4 7 ( 2 H, s), 10. 9 3 (1H, s), 11. 9 5 (1H, b 
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r s ). 

#i]8 1 : 8 1 C0-fka'^)(7)§cia 

J®^<5: 4-t Kn^rv'-f y7^/^-l-^f/^^7/K WS, 5 — 

(H)7/wtn^f/i') T-!l '-/£/BV'-C0II 1.6 WM 

it'afyl $T#7b 0 
itZ^ : 9 1 . 5 % 

1 H — NMR (DMSO-d 6 ) : 5 3. 8 5 (3 H, s), 7. 12 ( 1 H, d, 

J = 8 . 4Hz), 7. 86 (1H, s), 8. 02 (1H, dd, J = 8. 7, 

2. 4Hz), 8. 4 6-8. 4 7 ( 3 H, m), 10. 96 ( 1 H, s), 12. 
03 (1H, brs). 

[4 - t Kn^e-'W y7^/^- 1 — ^ ^•/Po^xA' : Tv 5 -^— • ir~f • If • 

<$r 5; 27/P • xrw — (Journal of the Chemical Society) J, (^ffl) , 19 

5 6 ¥, P- 3099-3107 #Rg] 

#J8 2 : 0©^4fe©Si3t 

N— [3, 5 — tT* (H)7/l/tDyf/W - 4-t K-d^W77 

.?< ^/Pz^XX/P 8 1 ; 2. 8 5 g, 7 mmol) £■;>< 

? S— jv (14mL), x h7t.KB.77>'. (1 4mL) U 2 

> v ,(i 4mL.) ^^ 2 mmmmmm.Ltc 0 

/££P^ X 21^1® (2 0ml) #ftti jkSfe, .ftjftU 

(2. 6 8 g , 9 7. 4%) £#fc„ 

*H-NMR (DM S O — d 6 ) : S 7. 10 (1H, d, J = 8. 7Hz), 7. 

8 2 (1H, s), 7. 86 (1H, s), 8. 01 (1H, dd, J = 8. 7, 
2. 4 H z ) , 8. 47 ( 2 H, s), 8. 48 ( 1 H, d, J = 2. 4Hz), 1 
0. 9 7 (1H, s), 11. 98 (1H, brs): 

WT<7?IIM{-*5V'-C^J8 &&kLXlt, tK^ 

{tX MJ V M&X y £fc N fcJ&fefiMt LX it, 

tK, X h 7 t Kci 77 fillin' 
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Utffll'fc. 

m 8 3 : 8 2 <D{k&V!<D9m 

4 — t (1 8 2 mg, lmmo 1), 3, 5 - tf* ( H) 7 

n 5vv) T— y y (6 8.7mg, 3 mm o 1 ) N Himifc !) > ( 8 7 #i 1 ; 1 
mmo 1), (1 0 m L) Zm^TWl 6 t V\ 

(15 1 mg, 2 5. 0%) £#fc 0 



1 H — NMR 


(DMSO 


-d 6 ) : 5 


7.18 


(1H, 


d, J = 8. 7 H z ) , 


7. 


8 2 (1H, 


s), 7. 


86(1 H, 


s), 8. 


1 1 


(1 H, d d, J = 8. 


7, 


2. 4 H z ) , 


8.5 0 


( 2 H, s), 


8.54 


(2H, 


s), 8. 5 6 (1 H, 


d, 



J = 2 . 4Hz), 10. 7 9 (1H, s), 10.99 ( 1 H, s), 11. 84 
(1 H, b r s). 

f!l8 4 : ^^#^-8 3 (D{b^©Mit 
(1 ) 4-^Ov ? 7^^r'>-N- [3, 5-t^ (H)7/Utn^f/V) !7^n, 
JV\ yf;H7f/V - 

7k^b7f-f' (6 0% ; 1. 0 4 g , 2 6mmol) 

LtN, N-i/y WM7U' (lOOmL) b&;$S 

P>N- [3, 5-tf* ( h y y/Vlrv JJ-/U) 7^ — )V\ -4-b KB^fWy 
7^7^ 7*. TVl' 81 I 8. 1 5 g , 20 mm o 1 ) 

ON, N-'yyf^^A7'; K (lOOmL) lT^Tt v 

^Xl^iS^bfc^ ^ K (4. 4 5 g , 2 6 mm o 1) ON, 

N-'7y .fM/VA.7'; K (10mL) 6 0 °CX* 3 Lfc a 

^/&^$j£7k7kk:fck)\ bfc 0 ^T^SrTkx 

&7kXft'#U 

(5. 3 8 g , 

5 4. 1 %) £#7c 0 

1 H — NMR (DMSO-d 6 ) : 5 3. 8 7 (3H, s), 5. 3 3 (2H; s), 

7. 3 3- 7. 3 6 ( 3 H, m), 7. 46 ( 1 H, d, J = 8. 7Hz), 7. 
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5 3-7. 5 6 ( 2 H, m), 7. 82 (1H, s), 8. 15 (1H, dd, J 
= 8. 7, 2. 1 H z ), 8. 25 (1H, d, J = 2. 1Hz) 8. 2 8 (2H, 
s), 1 0. 8 7 (1 H, s). 

(2) 4 [3, 5-tf* ( fvU) 7xr: 

7W] -{7777$^ 

4— [3, 5 - tf* ( b U 7/^u ^ ■ 

J 7 7? 7 y 8 2 



: 7 9. 7% 








X H — NMR (DM S O — d 6 ) : 


5 


5. 3 2 (2 H, s), 7. 3 2 - 7. 


3 4 


(3H, m), 7. 4 3 ( 1 H, 


d, 


J = 8 . 7Hz), 7. 5 2-7. 56 


(2 


H, m), 7. 8 1 (1H, s), 


8 


.12 (1H, d d, J = 8. 7, 2. 


1 H 


z), 8. 2 2 (1 H, d, J = 


2. 


1 Hz ), 8. 2 8 ( 2 H, s), 1 0. 


8 5 



(1H, s), 13. 8 1 (1H, b r s). 

(3) 4-^7^/^'7-N 3 - [3, 5-fc"* ( MJ 7 ^ ?Vlf) 

— /u] — N l , N 1 -v ? yf/Ky7 7/V7vF 

4-^7^/^'7-N- [3, 5-tfy ( h !1 7)Vi$ru 7 =f-jV) 7 ^=.jV\ ^ 
7777; y®? (2 4 2 m g , 0 . 50 mm o 1 K fvl'T ^ VMMM (41 
mg, 0 . 50 mm o 1 K hi* zr.=^-;V7^ 7 (5 lmg, 0. 5 0 mm o 1) 0 
7l'7tKP777 (5mL) tK^TWSC *HCl (95mg, 0. 

5 0 mm o 1) 3 Dfc. Rj&m&Vl&TkKhV , 

h777^“ 1 : 4) T*lfSUtgI(M©efel 

•f^ (16 5 mg, 6 4. 9%) «r#7c 0 

*H — NMR (DM S Q— d 6 ) : 5 2. 99 (6H, s) 5. 2 9.(2 H, s), 

7. 3 2- 7. 3 8 ( 4 H, m), 7. 5 2- 7. 5 6 (2H,m), 7. 64 (l 
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H, dd, J = 8. 7, 2. 1 H z ),' 7 . 73 ( 1 H, d, J = 2. 1Hz), 
7. 80 (1H, s), 8. 28 (2H, s), 10. 83 ( 1 H, s). 

4(3) LTtt, 

hf'J&y. b V tit, SMitTii, 

Wuu*#Zs, Kn7 7>'^©^jffiES:¥Sfc^b< ttiS^LT/Bv^o 

(4) N 3 — [3, 5 — (M)7/lri-n^f;l/) 7 i=/H — 4 — fc K o ^f- 

J7-N 1 , N 3 -^f/K.y7^^7^K (M#f.83). 

4 [3, 5 — fcf.X ( h y fvP) 7 ^.=-; v], 

-N 1 , K(l41mg, 0. 28mmol) ( 5% 

P d -C (1 4 mg) (5m 1 )> S|xf;V(5ml ) 

Tkifi^T, l?StlW#lfc 5 '^ii^«jS:5iab v '5»[Sr«JBEeib 

(1 0 6 mg, 91.2%) £#fc „ 

’H-NMR (DMSO— d 6 ): 5 2. 9 8 (6H, s), 7. 0 2 ( 1 H, d, 

J = 8. 7 H z ), 7. 52 (1H, dd, J = 8. 7, 2. 1Hz), 7. 84 
(1H, s), 7. 95 (1H, d, J = 2. 1Hz), 8. 46 ( 2 H, s), 1 

I. 10 (1H, brs), 11. 6 3 (1H, brs). 

MS 5 :<b^$)#-S§-8 4 <D{k&Qo<D9m . . 

(1) 2— [3, 5 — if 7 (| I) 7/Wtn 7x- 
7U] -5- (t°-<y 1 -jjjum-sl') K 

4— [3, 5 -if* (h!)7/l/tn^f/V) 
^/7^7^S? (#U 8 4 (2) ©fciMW, 

0U8 4 (3) SSHfc^'Srfcfc. 

W : 5 6. 4% 

1 H— NMR (GDC 1 3 ) : 5 1.53-1.70 ( 6 H, m), 3. 4 4 (2 

H.brs), 3. 70 (2H, brs), 5. 26 ( 2 H, s), 7. 2 4 ( 1 H, 

d, J=8. 7 H z ), 7. 2 6 (1H, s), 7. 5 2-7. 5 8 ( 5 H-, m), 

7. 66 ( 2 H, s), 7. 74 ( 1 H, dd, J = 8. 7, 2. 4Hz), 8. 
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37 (1H, d, J = 2 . 1 H z ) , 10. 27 ( 1 H, s). 

(2) N- [3, 5-fc"* ( h'J JU] - 2 - t FnJf-> 

-5- (fc^y V's- 1 -Inl'iS—jV) -<yX7 ^ K (ft^#t8 4) 

UT N 2 t3, 5-tf* (h y 

-5- ^VX7^ K£/8V'TM8 4 

(4) 

lfcs £:9 6. 3% 

’H-NMR (DMS O— d 6 ) : 6 1. 5 1 (4H, b r s), 1. 6 0-1. 

6 5 (2H, m), 3. 4 7 (4H, brs), 7. 0 4 (1H, d, J = 8 . 4 
Hz), 7. 48 (1H, dd, J=8. 4, 2. 1Hz), 7. 85 ( 1 H, s), 

r“ 

7 . 9 2 ( 1 H, d , J = 2 . 1 H z ) ., 8 . 4 6 ( 2 H, s), 10 . 9 9 ( 1 
H, s), 11. 6 4 (1 H, brs). 

m 8 6 : 8 5 

(1) 2 — 5- (4 — ^vvw^y *J's— 1 -1J)VT^=-)V) 
-N- [3, 5 -If* (M)7/Utn^f^) 7i^] ^7X7 ^ K 
Mi: Lt, 4 [3, 5 - tf * (M) 7/1 /Xp^7/V) 

j V7 %7X>W. (#18 4 (2) Ofc'g'feh -'C/vVHf^y 

4 (a) tmmv&rf&i ?v\ 

: 7 6. 7% 

'H-NMR (CD 3 OD) : 5 1.1 8-1. 38 (2H, m), 1.6 7(1 

H, b r s), 1. 7 4 (1H, brs), 1. 8 4-1.9 3 (1H, m),. 2. 
60 ( 2 H, d , J = 7. 2 H z ) , 2 . 83 (1H, brs), 3. 10 (1H, 
brs), 3. 78 (1H, brs), 4. 59 (1H, brs), 5. 34 (2H, 
s), 7. 15-7. 18 ( 3 H, m), 7. 2 4-7. 2 8 (2H,. m), 7. 4 
0-7. 4 6 ( 4 H, m), 7. 5 7-7. 6 3 (3H, m), 7. 6 5 ( 1 H, 
dd, J = 8 . 7, 2. 4 Hz), 7. 9 6 ( 2 H, s), 8. 0 5 ( 1 H, d, 

J = 2 . 1Hz). 
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(2) N- [3, 5 - If 7 7x=^] - 2- t 

— 5— (4 — 'S's— 1 — yb/M^yU) -<yX7 5; K 

85) 

(4 — v^- i -tni'jfs 
=-;V) - N - [ 3 , 5 - tfX ( h v 7Atn X fvU) 7 * -X] 5: K£ 

ffiV'Tf!l8 4 (4) <t 
IlX^ 5 4. 3% 

1 H — NMR (DMS O — d 6 ) : 5 1. 0 8 - 1 . 2 2 ( 2 H, m), 1. 5 9 
-1. 62 ( 2 H, m), 1. 7 7-1. 8 0 ( 1 H, m), 2. 5 0-2. 5 5 
(2H, m), 2. 8 7 ( 2 H, b r s), 3. 7 5 (1H, b r), 4 . 3 9 (1 

H, br), 7. 0 6 (1H, d, J = 8. 4Hz), 7. 17-7. 2 0 (3H, 

m), 7. 28 ( 2 H, t, J = 7. 2Hz), 7. 49 ( 1 H, dd, J =8. 
4, 2. 1 Hz), 7. 8 4 (TH, s), 7. 9 3 (1H, d, J = 2. 1Hz), 
8. 4 7 (2H, s), 1 o: 8 9 (1H, s), 11. 6 5 (1H, s). 

&\8 7 : ^^#^-8 e><Dfc&m<D'Wfe ' 

(1) 2 -X Mf- S' — 5 - 7/U7 7 

2 -X 5 -7/1/77^^ b (4. 9 1g, 2 0 m 

mol) (3 0 m L ) {e:^^ U 2 M^Tk^fbX b !J £ ( 3 

OmL, 6 0 mm o 1) 1 bfc 0 £. 2 

(4. 5 5 g , 98. 

3%) £r#7c: o 

1 H — NMR (DMS O— d 6 ) : 8 3. 8 9 (3H, s), 7. 3 0 ( 1 H, d, 

J = 8 . 7 H z ) , 7. 3 2 (2 H, s), 7. 9 2 (l.H, dd, J = 8. 7, 

2. 7 H z ) , 8. 09 (1H, d, J = 2. 7Hz), 13. 03 (1H, brj. 

(2) N— .[3, 5-tf* (M)7/>i-n^f/l') 7 X.-SU] -2-Xh^r'>- 

2-X M3, 5-£X(b 
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mc 0 

J&4* : 2 4 . 2 % 

1 H — NMR (DM S O— d 6 ) : 5 3 . 9 7 ( 3 H, s ), 7 . 3 8 ( 2 H, s ), 

7. 3 9 (1H, d, J = 8 . 7Hz), 7. 8 5 ( i H, s), 7/96 (1H, 

dd, J = 8 . 7, 2. 4Hz), 8. 06 (1H, d, J = 2. 4Hz), 8. 
43 (2H, s), 10. 87 (1H, s). 

(3) N— [3, 5 — t'-X 71^^] — 5— 

>77^/1'- 2 K 

N- [3, 5 — tfT*. (|y7/Vtn^f/l/) 7i-/l/] - 2 h 5 — X 

^77^/^yX7U'(4 4 2mg, 1. Ommo 1 ), (7 1 0 

mg, 5. Ommo 1), (4 1 5mg, 3. Ommo.l) ©7th 

( 1 OmL) «»ttSr3l^|B]jD?Ri3SilEtfc e 

rnmmz?. k, m 

W?WL=-7‘A' (2 : 1) ©Mli 9 (2 

0 7 m g , 4 4. 1%) £#7c 0 

1 H — NMR (DMSO- d 6 ) : 5 2. 6 2 (6H, s), 3. 9 9 (3H, s), 
7. 4 5 (l.H, d, J = 9. OH z), 7. 8 5 ( 1 H, s), 7. 9 1 (1H, 
dd, J=8. 7, 2. 4 H z ) , 7. .95 (1H, d, J = 2. 4Hz) 8. 4 
3 ( 2 H, s), 10. 9 0 (1 H, s). 

(4) N- [3, 5 — fcfx ( h y :7/K^n^ fvy) 7x-;l/j — 5-vX5vUX 
;U7 7 ^^-2-t Kn^X'O'XT?; K ('ffc'g'$3#-5§- 8 6) 

tt, n- [3, s-trx ( h.y - 5 -^ 

K^V'Tf!l8 0 (5) t 

urn : 4 5 . 5 % 
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1 H-NMR (DMS O — d 6 ) : 8 


2.6 1 


(6H, s), 


7. 2 0 (1 H, d, 


J = 8. 


7 H z ) , 7 . 7 7 ( 1 H , 


d d , j 


= 8 . 7,2 


. 1 Hz), 7. 8 6 


(1H, 


s), 8. 14 (1H, d, 


J = 2 . 


1Hz) 8. 


4 5 ( 2 H, s), 1 


1 . 16 


(1 H,. s), 12. 15 


(1H, b 


r). 





#18 8 : 8 KDfc'&momfe 

(1) N— [3, 5— tfx (|'!)7/l/tn>f/l/) 7V] — 2— X 

5— (fc*n— 7U— 1 — 7 . K 



N— [3, 5 — tfJX (h y 7/^D^f/V) 7x.—;U] — 2— X h=¥'>-5-^. 
/P77^^/^yX7'; K (#18 7 (2) OM;44 2mg, lmmolK 
2, 5-^X ^7t Fd 777(1 5 9m g, 1. 2mmo l) v ( 5 

.mL) Oii'a-^^2^f 9 W0^jS^LfCo 

5vPT*tttti L7c 0 l&?a^7k^-T- h y ^fn^i&Tk-eft 

'>y a-r (n — ^=3rf-^ : 3 : 2) T'fni^L 

(4 3 6. 5 m g , 8 8. 6%) £ #fc 0 

.'H-NMR (DMSO- d 6 ) : 5 3. 9 6 (3H, s), 6. 36 (2H, d 
d, J = 2 . 4, 2. 1Hz), 7. 37 (2H, d-d, J = 2. 4, 2. 1Hz), 
7. 42 (1H, d, J = 9 . OHz), 7. 85 ( 1 H, s), 8. 80 (1H, 
dd, J = 9 . 0, 2. 4 H z ) 8. 1 8 ( 1 H, d, J = 2. 7Hz), 8. 3 
8 (2H, s), 10. 92 (1H, s). 

(2) N- [3, 5— if 7. ( b y 7/U^-a X J-/V) 7i-/l/] — 2 — t Rudri/ 
-5- (fc’n— /u- i-;*/u*- ;vj K (-fb^tl#^-8 7) 

LT' N— [3, 5 — ¥7 ( h y 7/Vtc> fvV) 7rc=-/U] — 2 — X h 
=¥'>-5- (fcTn — /i.- i -*7V*-/p) /<yX7 5 K£fflV'T#!8 0 (5) t 

J« : 7 9 . 4 % 

"H-NMR (DMSO— d 6 ) : 5 6. 3 6 (2H, dd, J = 2. 4, 2. 
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1 H z ) , 7. 18 (1H, d, J = 9 . OHz), 7. 34 (2H, dd, J = 

2. 4, 2. 1Hz), 7. 86 ( 1 H, s), 7. 99 (1H, dd, J = 9. 

.0, 2. 7Hz) 8. 31 (1H, d, J = 2. 7Hz), 8. 42 (2H, s), 

1 0. 9 8 (1H, s). ' 

8 9 : 8 8 

N- [3, 5-e'* ( MJ 7 t 7*-/U] — 2 — t K 

n 5 - - F n -<yX7 v K: 5 3 ) £JlV'-cm4 (4) tm 

: 9 8. 0% 

'H-NMR (DM SO - d 6 ) : 5 4 . 7 9 ( 2 H, b r s ), 6 . . 7 6 ( 1 H, 

d , J — 2 . 1Hz), 6. 7 6 (1 H, s ) , 7. 0 9 (1H, dd, J = 2. 

1, 1. 2 Hz), 7. 8 0 (1H, s), 8. 45 (2 H, s), 10. 3 0 (1 

H, br), 10. 8 4 ( 1 H, s). 




JjmtLT. &tf3, 5-tf* (H7 /^d 

t=-v 1 e 

W : 2 8 . 8 % 

. ‘H-NMR (DMSO— d 6 ): 5 2. 8 5 (6H, s), 6. 9 2 (1H, d, 

J = 9, 0Hz), 7. 01 (1H, dd, J = 8. 7, 3. 0Hz), 7. 22 
(1H, d, J = 3 . OHz), 7. 84 ( 1 H, s), 8. 47 ( 2 H, s), 1 
0,62 ( 1 H, s ) , 10. 83 (1H, s). 

M9 1 : 9 0 . 

T, 5-T^y-N- [3, 5-fcf* (h V 7/U^-a^f/l') 7 
ai =-;V~\ — 2 — fc K (M#f8 8 ; 3 6 4mg, 1mm 

o 1), (9 5mg, 1. 2mmo l),fh7tKD77> (l OmL) 

©MMU D K (1 5 5mg, 1. lmmoD ^M, 
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fclSiS: '> !J^y/^D-7|'^77^- (n — :• gfjpgfcmfv^ 4 : 1) 

T*¥ifM traS-ft-a-fe© ( 1 2 1 m g , 2 5 . 7 %) 

1 H — NMR (DMSO— d 6 ) : 5 7 . 0 4 ( 1 H, d , J = 8 . 7 H z ) , 7 . 

5 1-7. 6 2 ( 3 H, m), 7. 81 ( 1 H, d d, J = 8. 7,2. 4Hz), 

7. 8 3 (1H, s), 7. 9 8 (2H, d, J = 7. 2Hz), 8. 2 2 ( 1 H„ 

d, J = 2 . 4 H z ) , 8 . 4 9 (2H, s), 10. 2 7 (1H, s), 10.8 

9 ( 1 H, s ) , 1 1.07 (1 H, s ) . 
m 9 2 : Cb^#-^ 9 1 

5-T^y-N- [3, 5-tf* (Fy7/Vtn^f/l/) 7^=-/U] — 2 — t K 
ndri/^yX7'; K (M#f 8 8 ; 1 0 0. 2mg, 0. 28mmol)£- 
T-fe h-hy/V (4ml) BfrL. 4-v ? ^^T$y t°y (3mg), 7 m 
=/M'y>'T*^h (30/1 1, 0. 2 8 mm 6 1 ) ZtiOx., 60^C7r5^W» 

#u7c 0 Rfom&mzmffiL. by?? j- ( n 

: l) TitMLT#MCb^30»1i&|§fr ( 5 4 . 8 mg, 

4 1. 2%) &#7c 0 

1 H — NMR (DMSO-d 6 ) : 5 6. 93-6. 98 (1 H, m), 6. 97 

(1H, d, J = 9 . 3Hz) ,7. 27 (2H, t, J = 7. 8Hz), 7. 3 
4-7; 4 6 (2H, m), 7. 5 0 ( 1 H, dd, J = 9, 0, 2. 4Hz), 
7. 8 3 (1H, s), 7. 88 (1H, s), 8. 4 7 (2H, s), 8. 5 6 (1 
H, s), 8. 6 3 (1H, s), 10. 8 7 (1H, s), 10. 8 9 (1H, s). 

m 9 3 9 2 (ofc&mfnmfe 

5-T5y-N- [3, 5 — tfy. ( Mi 7/^D^f/P) 

-2 - fc Kndf-y^yX7^ K (MS^ 8 8 ) , ^^7 x-/K y 7i'77^ 
- h£fflv'-c£«j9 2 

: 6 6. 3% ' 

‘H— NMR (DMSO-d 6 ) : 5 7. 0 0 (1 H, d, J .= 8 : 4Hz), 7. 
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1 3 ( 1 H, t t , J = 7 . 5 , 1.2Hz) , 7 . 34 ( 2 H, t , J = 7 . 8 

Hz), 7. 4 5-7. 5 1 ( 3 H, m) , 7. 8 4 (1H, s), 7. 8 7 ( 1 H, 

d, J = 2 . 7 Hz), 8.4 7 ( 2 H, s), 9. 6 5 ( 1 H, s), 9. 7 4 (l 

H, s), 1 0. 8 4 (1 H, s), 1 1. 3 2 (1 H, s). 

m 9 4 : 9 3 

It, 5- [(4--hn7x=^) 5. 

-tf* T-'J 6 gg 

l&2$ : 11.3% 

'H-NMR (DMSO- d 6 ) : 8 7. 2 3 ( 1 H, d, J = 9. OH z), 7. 

8 7 (1H, s) , 8. 0 6 (2H, d, J = 9 . OH z), 8. 10 ( 1 H, d 

d, J = 9 . 0, 2. 4 H z ) , 8. 44 (2H, d, J = 9. 0Hz), 8. 5 

0 ( 2 H, s), 8. 5 3 (1H, d, J = 2 . 4 Hz), 11. 13 (1H, s),. 
12. 14 (1H, -br). 

M9 5 : 9 4(Dik$m<Dm& 

JWMt LT, 5- ({[(4-fc°y v ? y-2-d’/V) 7^7 7^;^] 'J 
Tif-^) f-y RKfZ, 5-fc"* (MJ 

\,'TWi etmmtemftzm', 

. I{X^ : 7 . 9 % 

1 H — NMR (DMSO-d 6 ) : 8 6.8 7 ( 1 H, t , J = 6. OH z), 7 . 

2 2 (1H, d, J =8. 7 Hz), 7. 2 1-7. 2 3 ( 1 H, m), 7. 77 

(1H, t, J = 8 . 4 H z ) , 7. 87 (1H, s), 7. 9 5-7. 9 8 (3 

H, m), 8. 0 3-8. 0 7 (4H, m), 8. 4 7 ( 1 H, d, J = 2 . 4 H 
z), 8. 4 9 ( 2 H, s ), 11.14 ( 1 H, s ), . 1 2 . .0 3 (1H, b r ). 
#J9 6 : 9 6 

N- [3, 5 — If* ( hi) yjv^rn } — 5 n a- 2 - 1 K 

K (^-S“t)S^-5 0 ; 1. 5 1 g, 3mmo 1), tfy-77 (2 
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8 5 m g , 3. 6 mm o 1) h 7 fc Ko 7 7 V ( 6 m L) IZ&M U 

7tWn!) K (2 34mg, 3. 3mmo 1) ?:ITU 

Lfc 0 BWzZfflfe&M&inZ' Stxf/ufiajLfc, # 

-^^rf y/Stxf Lx ^ ( 1 . 0 6 g , 

83. 0%) *#fc 0 

1 H — NMR. (DM S O — d 6 ) : 5 2. 2 2 (3H, s), 7. 35 (1H, d, 

J = 9. 0 H z ) , 7. 71 (1H, d d, J = 8 . 7, 2. 7Hz), 7. 8 5 
(1H, s), .7. 8 8 (1H, d, J = 2 . 7Hz), 8. 3 7 ( 2 H, s), 1 
1. 0 5 (lH; b r s). 

WT^W!|^V'T^J9 £Stuii, t°y 

nnyy>\ 7F7t Ko 7 
09 9 7 : 9 7 

(1) 4 —T± =f-)VT ;/-5-^dd- 2-^ h df 

WMt It, 4 — Tir5v^T $ y — 5 — y d n — 2 — y h^i/ 5 j£S|H$? 
^*7V^j3V'T0!l8 2 
M : 8 8. 0% 

‘H-NMR (DMS O— d 6 ) : 5 2. 16 (3H, s), 3. 78 (3H, s), 

7. 7 2 (1H, s), 7. 7 7 (1H, s), 9. 5 7 (1H, s), 12. 7 4 
(1 H, s). . 

(2) 4— y-N- [3, 5-lfy. (MJ7;^n^f/i/) — 

/V] -5-7dd-2-^ K 

WMt LT.4 -T±^/UT ^y — 5— ynn— 2— y h 3 , 

5_t ** 0'S* 7;^D7f/U) Z- y :/*/Bv'T01l2 4 

mMik&wzmc „ . 

W •• 2 3.8% 
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'H-NMR (DMSO-d 6 ) : 8 2. 1 7 (3H, s), 3. 89 (3H, s), 

7. 7 7.-7. 8 2 ( 3 H, m) , 8. 4 5-8. 4 9 ( 2 H, m), 9. 66 (1 
H, s), 1 0. 6 8 (l H, s). 

. ' r 

(3). 4r-T±j-JVTK ; -N- [3, 5-tf*'( b ]} 7 jVirv 7*- 

( 

Sis] — 5— *nn— 2-fc Kp^'WXT'; K (M#^9 7) . 

MtLX, 4-T±^sU7 $ 7-N- [3, 5 - fc"* (HJ 7/^n^f;!/) 
7x-;i/] — 5 — :7 pp — 2— X 5 K£ffiV'TM8 0 (5) <hl^j 

l&m : 7 2 . 8 % 

1 H-NMR (DMS O— d 6 ) : 5 2. 17 (3H, s), 7. 7 5 ( 1 H, s), 

7.8 2 (1H, s), 7. 9 5 (1H, s), 8. 4 4 (2H, s), 9. 4 5 (1 
H, s), 11. 16 (1H, brs), 11. 6 3 (1H, b r s). 

M 9 8 9 8 <Dfc&m<Dmm 

ffl&b LT n 4 - ^ P p. iHJ J&.XI 3 , 5-k'* (F!)7/^o>f/l^) 

t~v I'Z^'xMi 6 

It57^ : 5 5.8% . 

1 H-NMR (DMS O — d 6 ) : 5 7. 0 5-7. 08 (2H, m), 7. 84 

-7. 87 ( 2 H, m), 8. 45 ( 2 H, s), 10. 84 ( 1 H, s) 11. 

6 4 (1H, brs). 

M 9 9 : ■fb'o#>#-^-9 9 

DTy 5 — ^ p p-^11 Jk.Tf3, 5 — if 7. 

- 2-^P^rT~!) 6 : 

JR*M4. 5% 

'H-NMR (DMS O— d 6 ) =6 7 . 1 1 ( 1 H, d , J = 9 . .0 H z ), 7 . 

5 3 (1H, dd, J = 9. 0, 2. 7 H z ) , 7. 9 1 (1H, d, J = l. 8 
Hz), 7. 98 (1H, d, J = 2 . 7Hz), 9; 03 ( 1 H, d, J = 1 . 

8 H z ) , 11. 26 (1H, brs). 



224 




WO 03/103647 



PCT/JP03/07-129 



1 0 0 : 10 0 

TO«ttT, XV2, 5 -If* (H7/Vtn^f/ U) 

T-y 6 

W : 3 . 6 % 

1 H — NMR ( C D C 1 3 ) : 5 7. 0 3 ( 1 H, d, J = 8. /7 Hz), 7. 4 

3-7.. 4 8 ( 2 H, m) , 6. 6 1 (1H, d, J = 8. 1Hz), 7. 8 5 (1 
H, d, J = 8 . 4 H z ) , 8. 3 6 ( 1 H, br s), 8. 60 (1H, s), 
11. 3 1 (1H, s). 

M 1 0 1 1 0 1 (Dfc&fyXDmig: 

DT, RXf 2, 5-t 'X (hi) 7 Jl'XuU-su) 

T-y 6 

i|x^ : 2 4 . 0 % 

1 H — NMR (DMSO-dj) : 5 7. 03 (1H, d, J = 8. 7Hz), 7. 

6 5 (1H, dd, J = 8. 7, 2. 7 H z ) , 7. 7 6 (1H, d, J = 8. 4 
Hz), 8. 03 (1H, d, J = 8 . 1Hz) 8. 1 1 ( 1 H, d, J = 2. 7 
Hz), 8. 74 (1H, s), 11. 02 ( 1 H, s), 12. 34 (1H, s). 

#110 2: 0 2 (D\^m(OWA 

}&$rt IT, 5 - ^ f-suf- ]) TkX$ 2 , 5 — If * (H) 7/^o>f^) 

r-y >$rfflv'T^ji 6 nmik'&mzn*L 0 

1. 5% 

'H-NMR (CD C 1 3 ) : 8 2. 3 6 (3 H, s), 6. 9 7 (1H, d, J 

= 8. 4 Hz), 7. 2 3 (1H, s), 7. 3 2 ( 1 H, dd, J = 8. 4, 1. 

5 H z ) , 7. 57 (1H, d, J = 8 . 4Hz), 7.-83 ( 1 H, d, J = 8. 

4 H z ) , 8.4 6 (1H, s), 8.6 9 (1H) s), 11.19 ( 1 H, s). 

#J 1 0 3 : 10 3 <7)'fb-a s ^<7)®ijt 

IWMt LT, N— [2, 5 — tf* ( h y yjv^rn ^ =f-jV) 7^=-su] — 5 — 
n - 2-t Kn^yX7 5 K (ft^#^-l 0 0), n y 
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» : 6 . 6 % 

1 H — NMR (CDC 1 ? ) : 5 2. 3 5 (3H, s), 7. 17 (1H, d, J 

= 8. 7 H 2 ) , 7 . 5 4 (1H, dd,' J = 8. 7, 2. 4Hz), 7. 55 (l 

H, d, J = 8 . 1Hz), 7. 80 (1H, d, J = 8. 1Hz), 7. 95 (1 

H, d, J = 2. 4Hz), 8. 6 0 (1H, s), 8. 7 3 (1H, s). 

011.1 0 4 : 0 

MHt ,Rtf2- (b y 7/^o^f/>) 7-y y 

SrffiV'-C#jl 6 i: ^®'fb'n-^J5r#7c 0 

iRi£ :58.0% 

X H — NMR (DMS O— d 6 ) : 5 7. 0 7 (1H, d, J = 8 . 7 H z ), 7 . 

4 2 (1H, t, J = 7. 5 Hz), 7. 5 2 (1H, d d, J = 8. 7, 2. 7 
Hz), 7. 7 4 (1H, t, J = 8 . 1Hz), 7, 7 7 (1H, t, J = 8. 

1 H z ), 7. 9.9 (1H, d, J = 2. 7Hz), 8. 18 ( 1 H, d, J = 8. 

1Hz), 10. 76 (1H, s), 12. 22 (1H, s). 
m 1 0 5 : 10 5 <Dik£%!)<Dm.& 

5 - ? p u ;f-'y M4-^ao-2- (Hi7/^n^f 

T— U 1 6 tj£r#7c„ 

JR^ : 2 1 . 5 % 

‘H-NMR (DMS O— d 6 ) : 5 7. 0 7 ( 1 H, d, J=8. 7Hz), 7. 
52 (1H, dd, J = 8 . 7, 2. 7Hz), 7. 80-7. 85 (2H, m), 
7. 97. (1H, d, J = 2. 7Hz), 8, 26 (lH,d, J = 8 . 4Hz), 
10. 80 (1H, s), 12. 26.; (1H, s). 

M 1 0 6 : 1 0 6 

5 -yo^f-!) fvW@£ N RU3- (K!J7^tn^f/!/) 7=!)V. 
iR^ : 5 0, 3% 
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'H-NMR (DMSO-d 6 ) : 5 6. 98 (1 H, d, J = 8. 7 Hz), 7. 

48-7. 52 ( 1 H, m) , 7. 59 (1H, dd, J = 8. 7, 2. 7Hz), 

7. 62 (1H, t, J = 8 . 1Hz), 7. 9 2-7. 96 (1H, m), 8. 

02 (1H, d, J = 2 . 4Hz), 8. 20 (1H, s), 10. 64 (1H, 

s), 1 1 . 6 0 (1 H, s). 

fil 0 7 0 7O4fc^fe©«i5fi 

Mitt, 5-^nnfUf/H, S.r/2 -7 /P^-p- 3 - (HJ7/Vto'y 
5vV) 7-y ySr»V>t«S|l SSfl2^*;#*: 0 " 

HX^ 7 1 . 7 % 

1 H — NMR (DMSO-dJ : 5 7. 0.7. (1H, d, J = 9. 0Hz), 7. 

4 6 (1H,. t, J = 7. 8 Hz), 7. 5 2 ( 1 H, dd, J = 9 . 0, 2. 7 

Hz), 7. 58 (1H, t, J = 7 . 2Hz), 7. 96 ( 1 H, d, J = 2. 

7 H z ) , 8. 4 9 (1H, t, J = 7 . 2 Hz), 10. 8 2 ( 1 H, s), 12. 

1 3 (1H, b r s). 

M 1 0 8 : 'ffc'S'W-i- 1 0 8 <Dit'g-fy)(DWlT& 

t LX, 5.1/4 — 7/^n- 3 — 

5vi^) r=!) l 6 t 

HX^ 7 2. 1% 

‘H-NMR- (DMSO-d 6 ) : 7. 0 3 (1H, d, J = 9. 0Hz), 7. 4 

8 (1H, dd, J = 8 7, 2. 7Hz), 7. 56 ( 1 H, d, J = 9. 9H 

z), 7. 9 0 (1H, d, J = 2 . 7Hz), 7. 9 9-8, 0 3 (1H, m), 

8. 21 (1H, dd, J = 6 . 6, 2. 4 H z ) , 10. 6 3 (1H, s), 1 
1. 5 8 (1H, s). 

m 1 0 9 : ik&lgll&lr 1 0 9 

AU ! 4-7on-3- 

yu) 7=y >srMv'Tfoi 6 tK«osfef^srtrv\ 

J{X^ : 3 7. 4% 
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1 H — NMR (DMSO— d 6 ): 6 6. 9 8 (1 H, d, J = 8. 7Hz), 7. 

5.9 (1H, dd, J = 8 . 7, 2. 4Hz), 7. 7 3 (1H, d, J = 8. 7 
Hz), 7. 9.8 (1H, d, J = 2 . 4Hz), 8. 00 (1H, dd, J = 8 . 
7, 2.4H.z), 8. 3 1 ' ( 1 H, d, J = 2. 4Hz),- 10. 68 ( 1 H, 
s), 1 1. 5 2. (1 H, b r s). 

M 1 1 0 : 'fb'S'W-Sr 1 1 0 

It, RXf3 — — 5 — ( h !) 

JR* : 6 2.0% 

1 H — NMR (DMSO — d 6 ) : 8 . 7. 0 4 ( 1 H, d, J = 8 , 7Hz), 7. 

4 2 ( 1 H, , d , J = 8 . 4 Hz), 7. 4 8 . ( 1 H, dd, J = 9. 0, 3. 0 
Hz), 7. 85 (1H, d, J-2. 4 H z ) , 7. 94 ( 1 H, dd, J = 1 
1. 4, 2. 1Hz), 7- 99 (1H, s), 10. 7 3 ( 1 H, s), 11. 4 
6 (1 H, s ) . - ' 

#1111 1 1 

It, 5 -yrj^f-U^/um, R& 3 -/n 5 - ( h V 7/M-n ^ ^ 

/>) T-y^^mwTMi 

IR* : 7 3, 3% 

1 H — NMR (DMSO-dg) : 5 6. 9 9 ( 1 H, d , J = 9 ... 0 H z ) , 7. 

6 0 (1H, dd, J = 9 . 0 , 2. 4 H z ) , 7. 7 2 ( 1 H, s), 7. 9 7 
(1H, d, J = 2. 7 H z ), 8 . 16 (1H, s), 8, 28 ( 1 H, s), 1 
0. 6 9 (1H, s), 1 1. 4 5 (1H, s). 

#1112: (b-a^#-5r 112 c^b^^it 

LT, 5-^onf!)f/V^ S-t/ 2 — ;7/M-n — 5 — 0'!)7 /^d^ 
f-M 7~v 6 

IR* : 7 7. 9% . • 

'H-NMR (DMSO-d 6 ) : 5 7. 0 7 (1 H, d, J = 9. 0Hz), 7. 
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52 (1H, dd, J = 9 . 0, 2. 7Hz), 7. 58 — 7. 61 ( 2 H, m), 
7. 95 (1H, d, J = 2 . 7 H z ) , 8. 71 (1H, d, J = 7. 5Hz), 
1 0. 9 0 (1 H, s), 1 2. 2 3 (1H, s). 

^Jl 1 3 1 3 ■ 

tT, 5^pnf!)f/vi, RTf2—? uti- 5 - 
)V) T-y 6 £lRl«©!ftf1s$:fTV\ . 

• : 4 9. 1 % 

‘H-NMR: (DMSO- d 6 ) : 5 7. 0 9 ( 1 H, d, J = 9. OHz), 7. 

5 3 (1H, dd, J = 9. 0, 3. OH?),' 7. 5 5 (1 H, dd, J = 8. 
4, 2. .7Hz), 7.8 3 ( 1 H, d, J = 8 . 4 Hz), 7.9 8 ( 1 H, d, 

J = 3. OHz), 8. 8 8 . ( 1 H , d, J = 2. 7Hz), 11. 1 4 ( 1 H, 
s), 12. 3 9 (1H, s). 

f!lll4 :{M#tl 14 

5— (bD 7 J f- 

;v) T-y 6 

W : 3 4 . 2 % 

1 H — NMR (DMSO— d 6 ) : 8 7. 0 4 (1 H, d, J = 8. 7 Hz), 7. 

5 6 (1 H, dd d, J = 8 . 1, 2. 4, 1. 2Hz), 7. 64 (l H, d d, 
J=8. 7, 2. 7 H z ), 7. 8 3 ( 1 H, d d, J = 8. 1,1. 2 Hz), 
8. 11 (1H, d, J — 2 . 7 H z ) , 8. 8 7 (1H, d, J = 2. 4Hz), 

1 1. 1 2 (1H, s), 1 2. 4 2 (1H, s). 
m 115 : ^^#^-1 l 5 (nik'&m<DWk 

5-^nBf!)f;^ hn- 3- (b V 7 

: 4 4. 8% 

a H~ NMR (DMSO- d 6 ) : 5 7. 0 4 ( 1 H, d, J = 9. OH z), 7. • 

4 9 (1H, d d, J = 9 . 0, 2. 7Hz), 7.8 1 ( 1 H, d, J = 2. 7 
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Hz), 8. 2 3-8, 2 4 ( 2 H, m)„ 8. 43 (1H, d, J = l. 2 Hz), 
11. 02 (lH, s), 11. 30 (1H, br). 

Ml 1 6 16 

5 a nf!) fvwgft, .£.15 2 h n - 5 - (Ky^/i^n^ 

ao. r=y I'&jBvvrm 6 t 9 

i&m : 8 . 1 % 

1 H — NMR (DMS O— d 6 ) : 5 7.0 8 (1H, d, J = 9. 0 Hz), 7. 

5 3 (1 H, d d, J = 8. 7, 2. 7Hz),. 7. 7 3 (1H, d d, J = 8, 

4, 1. 8 Hz), 7. 9 5 (1H, d, J = 3. 0Hz), 8. 3 6 (1H, d, 

J = 8. 7 H z ) , 9. 0 1 (1 H, d, J = 1, 8Hz), 12. 0 4 (1 H, 
s), 12. 2 0 (1 H, s). 

«li7:ft^#fll7 

5 -^cz^E-f-y f-yPSEv- 3- (K!J7^B^f 
JR$S : 4 9 . 7 % 

'H-NMR ( D M S O — d 6 ) : 5 6. 99 (1 H, d , J = 8 . 7 H z ), 7 . 

6 0 (1 H, d d, J = 8 . 7, 2. 4H z), 7. 9 2 (1 H, d, J = 2. 7 

Hz), 8. 16 (2H, s), 8. 4 2 ( 1 H, s), 1 0. 9 3 (1 H, s), 
11. 3 6 (1 H, s ) . 

^!l 118 : {£&%)&%■ l 1 8©flS^.O#t3S 

Mi: It, 5-^ODfiJf/^ S.t/2-^^-3- (>!)7/^n^f 
>v) 7=y y^v'T^i 6 irl^f 
IW : 14. 5% 

1 H — NMR (DMSO-dg) : 8 2 . 3 6 ( 3 H, d , J = 1 . 2 H z ), 7 . 

0 5 (1H, d, J = 8 . 7 H z ) , 7. 4 6 ( 1 H, t, J = 8. 1Hz), 7. 

5 0 (1H, d-d; J=8. 7, 2. 7Hz), 7. 6 0 (1 H, d,. J = 7. 2 
Hz), 7. 99 (1H, d, J = 7 . 2 H z ) , 8, 00 (lH,.d, J = 2. 
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4 H z ) , 10. 4 3 (1H, s), 12. 0.8 ( 1 H, s). 

09 1 1 9 : 119 ©gjfi 

5-^BDfiif/H, W4-^f/V-3- (hy7/^B^f 
/w) 7=9vS:fflV'tWl 6 
IR^S_: 8 0.2% 

1 H — NMR (DMSO-d J: 5 7. 01 (1H, d, J = 8. 7Hz), 7.. 
4 4 (1H, d, J = 8 . 4 Hz), 7. 4 7 (1H, dd, J = 9. 0, 2. 7 
Hz), 7. 84 (1H, dd, J = 8. 4, 2. 1Hz), 7. 92 (1H, d, 

J = 2 . 7Hz), 8. 13 (1H, d, J = 2. 1Hz), 10. 65 (1H, 
s), 1 1. 6 8 (1H, br). 

#1 1 2 0. : 1 2 0 
Mtbt, 5-^n.nf-y 
7k) T=.-V 6 

Ifcsp : 73. 3% : 

X H — NMR (DMSO-d 6 ) : 6 2. 3 9 (3H, s), 7. 0 7(1 H, d, 

J = 8 . 7Hz), 7. 4 4-7. 5 4 (3H, m), 7. 99 (1H, d, J = 
3. 0Hz), 8. 4 3 (1H, s), 10. 5 2 ( 1 H, s), 12. 1 7 (1 H, 
brs). 

09 1 2 1 : 2 1 

5vk). T^!) ^£r/8V'T09l 6 £ #£#7c 0 

: 7 9 . 1% 

‘H-NMR (DMS O — d 6 ) : 5 3. 8 9 (3 H, s), 7. 0 2 ( 1 H, d, 

J = 9 . . 0 H z ) , 7. 30 (1H, d, J = 9 . 0Hz), 7. 4 8 (1H, d 

d, J = 9. 0, 3. 0Hz), 7. 9 2 (1 H, d d, . J = 9. 0, 2. 4Hz), 

7. 96 (1H, d, J = 2 . 7Hz), 8. 04 (lH,d, J=2. 4Hz), 

10. 4 7 (1H, s), 11. 7 8 (1H, s). ' 
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091 22 : 12 2 

lit Lt, h*S/-5- (M) 7/Utn^ 

5vP) T=-V y&m\/'XM 1 6 t ratfc©JftfE&fTVV ^S-fb^Sr^fCo 
JRap : 5 8. 8% 

‘H-NMR (DMSO-d 6 ) : 5 3. 8 5 (3H, s), 6. 9 8 (1H, d, 

J = 8 . 7 Hz), 7. 0 3 (1H, s), 7. 5 7-7. ,6 1 (2H, m), 7. 
77 (1H, s), 8. 0 0 (1H, d, J — 2 . 4H.z), 10. 57 ( 1 H, 
s), 11. 5 6 (1H, s). 

•0U 12 3 : 1 2 3 <D^^3<Dm^ 

JJR&kL T; 5-^n^ef-y^/^ ^2-^ >^7-5- (fy7./ktD^ 
fvU) r=y ^^V'-C0Jl 6 
I|X$ : 7 1 . 3 % 

1 H — NMR (DMS O- d 6 ) : 5 .3.99 (3H, s), 7. 03 (1 H, d, 

J = 9. 0 H z ) , 7. 3 0 (1H, d, J = 8. 7Hz), 7. 4 7-7. 51 

(1H, m) , . 7 . 61 (1H, dd, J = 9. 0, 2. 4Hz), 8. 10 (1 
H, d, J = 2. 4Hz), 8. 8.2 (1H, d, J = 2. 1Hz) 11. 0 3 (1 
H, s), 12. 19 (1 H, s). 

09 1 2 4 : 1 2 4 (D'fb'g-WJiDMM 

5-7nnf!)f/^ 10!2-/f^'7-5- 
?yu). T-y y&m^Tffli.6 kmm<vmft£'if''\ um\'c&m*n*L 0 

: 8 3. 4% 

‘H-NMR (DMSO-d 6 ) : 5 4. 0 0 (3H, s), 7. 0 8 (1H, d, 

J = 9 . 0Hz), 7. 30 (1H; d, J = 8 . 7Hz), 7. 47-7. 52 

(2 H, m) , 7. 9 7 ( 1 H, d, J = 2. 7Hz), 8. 8:3 (1H, d, J 

= 2. 4Hz), 11. 0 5 (1H, s), 12. 17 (1H, s). 

09. 1 2. 5 : 12 5 

Mtlt, 5-^nnf!)« Rff 2 f^^/V7 7 5 - (HI 
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yjv^ru/^-jv) t-V y 6 SMMb'&fci 

7d 0 - 

: 7 9 . 2 % 

ijj_NMR (DMSO — d 6 );fi 2. 57 (3H, s), 7. 07 (1H, d, 
j = 8 . 7Hz), 7.. 52 (1H, dd, J =8. 7, 2. 4Hz), 7. 55 
( 1 H, d d , J = 8 . 4, 1.5Hz), 7 . 63 (1H, d , J = 8 . 1Hz), 

8. 00 (1H, d, J = 2 . 4 H z ) , 8. 4 8 ( 1 H, d, J = l. 5Hz), 
10. 7 9 (1H, s), 12.26 (1H, s). 

\ 

m 1 2 6 : 1 2 6 

5.1^2- (l-lfny^=/v) -5-.(H 
y ; 7 /lod-p ;>< 5vV) T=y 1 6 <b W:Mika-$) %: 

#7c 0 

: 4 4 . 5 % 

1 H — NMR (DMS O- d 6 ) : 5 1. 86-1. 91 (4H, m), 3. 20 

-3. 26 (4 H, m), 6.-99 ( 1 H, d, J = 8. 7 Hz), 7. 07 (1 
H, d, J = 8 . 7Hz), 7. 43 (1H, dd, J = 8. 7, 2. 1Hz), 
7. 62 (1H, d d , J = 8 . 7, 2. 4 Hz), 7. 94 (1 H, d , J = 2. 

1 H z ), 8. 17 (1H, d, J = 2 . 4 H z ) , 10. 54 (1H, s), 12. 

2 1 (1 H, s). 

fd 1 2 7 : 1 2 7 

LT. 5-/n^f!if^ RU 2-^!);~5-'(M)7^n 
T=-V '■/%. 6 £ 
llX^ : 6 5. 9% 

X H — NMR (DMSO-d 6 ) : 8 2. 9 0 (4H, dd, J=4. 5, 4. 

2 H z ) , 3. 84 (4H, dd, J=4. 8, 4. 2Hz), 7. 09 ( 1 H, 
d, J = 8. 4 Hz), 7. 4 8 ( 2 H, s), 7. 6 1 (1H, dd, J = 8 . 
4, 2. 7Hz), 8. 13 (1H, d, J = 2. 7Hz), 8. 90 ( 1 H, s). 
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-11. 21 ( 1 H, s ), 12. 04 (1H, s). 

m 1 2 8 : 1 2 8 

tt, 5-^PDfijf/U^ 5.1/4- (M7/VtD^f/l') T=- V> 

zmv'xmi z 

to * : 7 5., o%, a#,®# 

1 H — NMR (DMSO-d 6 ): 5 7.. 0 4 ( 1 H, d, J = 9 . OHz), 7. 

48 (1H, dd, J = 8. 7, 2. 7 H z ), 7. 74 (2H, d, J = 8. 7 
Hz), 7.9 0 (1H, d, J = 2 . 7Hz), 7. 95 ( 2 H , d, J = 9. 
OHz), 1 0. 6 5 (1H, s), 1 1. 5 9 (1H, s). 
m 1 2 9 : 1 2 9 <7>{[^#!<D§£3£ 

Mi It, 5 M2-7PP-4- 
/U) T-y ^SrffiV'Tm 6 
irf : 3 4. 9% 

‘H-NMR (DMSO-d 6 ) : 8 7. 0 4 ( 1 H, d, J = 8. 7Hz), 7. 

64 (1H, dd, J = 8. 7, 2. 7H'z), 7. 79 ( 1 H, dd, J = 9.' 
0, 2. 1Hz), 7. 99 (1H, d, J = 2. 1Hz), 8. 11 (lH, d, 

J = 2. 4 Hz), 8. 73 (1H, d, J = 9 . OHz), 11. 15 (1H, 
s ), 1 2. 4 2 (1 H, s ) . , 

Ml 3 0 : 1 3 OCDfc 

LT> 5-^nn-N- [2-7 pp- 5- (M)7/UtP/f/V) 7x 
-7W] - 2-.fc Kn^^yXT? K (<L£^##1 13), * V 

K£fl!V'TM9 6 , 

: 3 4. 0 % 

1 H-NMR (CD C 1 3 ) : 5 2. 3 9 (3H, s), 7. 16 (1H,. d, J 

= 8. 7Hz) ,7. 37 (1H, ddd, J = 8. 7, 2. 4, 0.. 6Hz), 

7. 5 1-7. 5 6 ( 2 H, m), 7. 9 7 ( 1 H, d, J = 3. OHz), 8. 
85 (1H, s), 8. 94 (1H, d, J = l. 8Hz). 
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05 1 3 1 : 13 1 

WMt IT> 5 - = h oty f-jv&t, RX$2-.? no- 5- (M7/Vto^f 

/w) T-y vSr/gV'TFH 6 ifTO©jfcf£«r?fv\ Sip{b^#)£#/c 0 

^ : 3 1. 1% 

1 H — NMR (DMS O— d 6 ) : 8 6. 9 8 (1 H, d, J = 9. 3Hz), 7. 

52 (1H, dd, J = 8 . 4, 2. 1Hz), 7. 8 1 (1H, d, J=8. 4 
Hz), 8. 21 (1H, dd, J = 9 . O', 3. 3Hz), 8. 82 ( 1 H, d, 

J = 3. 0Hz), 8. 93 (1H, d, J = 2. 4Hz), 12. 18 (1H, 
s ). 

mi 3 2 : 13 2 ©'fb'g't^SBg 

Mi tt, 5 M2-7 no-5- (F!J7/l/tD^f 

/!/) T-y 6 

Jfe* : 1 5 . 8 % 

1 H— NMR (CDC 1 3 ) : 5 2. 3 6 (3H, s), 6. 9 5 (1H, d, J 
= 8. 1Hz), 7. 2 6-7. 31 (2H, m), 7. 37 (1H, d d, J = 
8. 4,1. 8 Hz), 7. 5 6 ( 1 H, d, J = 8. 4 Hz), 8. 6 5 (1H, 
br s), 8. 8 0 (1H, d, J = l. 8Hz), 1 1. 3 3 ( 1 H, b r s). 
mi 1 3 3 : •fb'g'W# 13 3 (D'fb'B'tJOiSJjt 

Mitt, 5 — ^ h^iX-y-y RXI2 — 2 p P— 5 — (hy7/l'tn^ 

^/u) r-y 6 

: 5 6. 4% 

1 H — NMR (DMSO — d 6 ) : 8 3. 7 7 ( 3 H, s), 6. 91 (1H, d, 

J = 9. 0Hz), 7. 07 (1H, dd, J = 8. 7, 3. 0Hz), 7. 20 
(1H, t, J = l. 8Hz), 7. 5 2-7. 5 4 (3H, m), 10. 33 (1 
H, s), 11. 44 (1H, s). 
mi 1 3 4 Mb'8'W-^ 1 3 4 CMb'a'tnDMit " 

lt n 5 — ? fvi'D* y ^vvgg N 2&.IM — ^ *3 o — 3 — (b v /f- 
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/u) T-j> 6 M(ki^>£#7c o 

W : 7 0 . 4 % . 

1 H — NMR (DMS O— d 6 ) : 5 2'. 2 9 (3H, s), 6. 91 (1H, d, 

J = 8. 3Hz), 7. 27 (1H, ddd, J = 8. 3, 2. 2, 0. 6 Hz), 
.7. 71 (1H, d, J = 2. 2 H z ), 7. 72 ( 1 H, d,. J = 8 5Hz), 

8. 02 (1H, dd, J = 8 . 5, 2. 5Hz), 8. 33 ( 1 H, d, J = 2. 

5 Hz), 10. 6 4 (1H, s), 11.25 (1H; s). 
m 1 3 5 1 3 5 

Mt tt, 2Lt;4->f/u-3- (K!)-7/vi-D^ 

;w) r- y i 6 1 

: 6 3. 7% 

1 H — NMR (DMSO-d 6 ) : 5 2 . 2 9 ( 3 H, s ), 2 . 4 2 ( 3 H, s), 

6. 89 (1H, d, J = 8. 4 Hz), 7. 26 (1H, ddd, J = 8. 4, 

2. 1, 0. 6Hz), 7. 44 ( 1 H, d, J = 8 . 1Hz), 7. 7 5 . ( 1 H, 

d, J = 2 . 1Hz), 7. 86 (1H, dd, J = 8. 4, 1. 8Hz), 8. 

13 (1H. d, J = 2 . 1Hz), 10. 5 0 ( 1 H, s), 11. 4 2.(1 H, 
s ) . 

M 1 3 6 : 1 3 6 Oft&VlKOWk 

Lt, ^2-^^- 5- 

yu) r = y I6i 

: 14. 2%, 

‘H — NMR (DMS O — d 6 ) : 5 2.2 9 (3H, s), 2. 3 8 ( 3 H, s), 

6. 94 (1H, d , J = 8 . 4 H z ) , 7. 27 (1H, ddd, J = 8. 4, 

2, 4, 0. 6Hz), 7. 44 ( 1 H, dd, J = 8. 1, 1. 5Hz), 7. 

52 (1H, d, J = 7 . 8 H z ) , 7. 8 4 ( 1 H, d, J = 2. 4Hz), 8. 

4 6 (1H, d , J = 1 . 5 Hz), 10. 5 5 ( 1 H, s), 11. 7 2 (1H, 

s). 
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M 1 3 7 : 13 7 

MttT, 5-^f/l/f!i« 3UM-* b*iS-3- 
fvW T-U 1 6 

W: 6 5, 1%. 

1 H — NMR (DMSO- d 6 ) : 8 2. 3 5 (3 H, s), 3. 8 9 (3H, s), 

6. 8 8 (,1H, d, J = 8. 4Hz), 7. 2 6 ( 1 H, dd, J = 8. 1, .1 , /. 
8Hz), 7. 30 (1H, d, J — 8 . 4Hz), 7. 77 ( 1 H, d, J = 2. 

1 H z ) , 7, 9 2 (1H, dd, J =9. 0, 2. 7Hz), 8. 04 ( 1 H, 
d, J = 2. 7 Hz), 10. 4 2 (1H, s), 11. 5 4 (1H, s). 

M 1 3 8 : 1 3 8 (D^t^com^ 

t LT; 5 — t V fvi'Sfe* RXI 2 b^is-S- ( h V Z7;V*u ? 

=}-)V) t=-V 6 

l W : 7 7. 9% 

1 H — NMR (CDC 1 3 ) : 5 2.3 5 (3 H, s), 4. 0 2 (3H, s), 

6.93 (1H, d, J = 9 . OH z ) , 6.9 8 (1H, d, J = 8. 4 Hz), 

7. 2 5- 7. 2 8 ( 2 H, m), 7. 3 6 ( 1 H, ddd, J = 8 . 4, 2. 1, 
0. 9Hz), 8. 65 (1H, br s), 8. 73 ( 1 H, d, J = 2. 1H 
z), 11. 6 9 ( 1 H, s). 

ty 1 3 9 : 1 3 9 <Dfc&%}<Dm& 

Jl^i; IT, 5 -7p "E-D- !) RTf7~ V 16 t 

«rm\ 

: 6 8 . 8 % 
m p 2 2 9 - 2 3 0 °C. 

'H-NMR (DMSO- d 6 ) : 5 6. 9 6 ( 1 H, d, J = 9. OHz), 7. 

12-7. 18 (1H, m), 7.3 5-7. 4 1 ( 2 H, m), 7.5 8 ( 1 H, 
dd, J = 8 . 7, 2. 7 H z ), 7. 67-7. 71 (2H, m), 8. 08 (1 
H, d, J = 2 . 7 Hz), 10. 4 3 (1H, s), 11. 8 7 (1H, s) . 
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14 0 : 14 0 

EFMt LX, 5-yct^ef-y^;u^ x M3-^nn7-yy$:fflV'tWl 6 <b 

l&m : 6 3. 1% 
mp 2 3 1 -2 3 2°C. 

‘H-NMR (DMS.O— . d 6 ) : 5 6. 9 7 (1H, d, J = 8. 7Hz), 7. 

19-7. 2 2 (1H, m), 7. 3 8-7. 4 3 ( 1 H, m), 7. 5 7-7. 
63 ( 2 H, m), 7. 91-7. 92 ( 1 H, m), 8. 01 (1H, d, J 
= 2. 7Hz), 10. 4 9 (1H, s), 11. 6 4 ( 1 H, s) . 
il4 1 : 1 4 1 <Dlk&%) 

rfriS'fb'a-^jXfc^o 

J&^tg : 

: B0897 

1 4 2 : -fb^## 1 4 2 ©'fb'^^SSBi ' 

milX 5-^Pctjjf/i/i, ^2, 

1 6 1 

: 1 0 . 8 % 

'H-NMR (DMS 0— d 6 ) : 5 7. 0 8 ( 1 H, d, J = 9. 0Hz), 7. 

2 4- 7. 2 8 (1H, m), 7. 5 0 - 7 . 5 4 ( 1 H, m), 7. 6 1 (1H, 
dd, J = 9. 0, 3. O.Hz), 7. 97 (1H, d, J = 2. 7Hz), 8. 

5 8 (1H, d, J = 2. 4Hz), 1 L 0 2 ( 1 H, s), 12. 35 (1 H, 
brs). 

Ml 4 3 : {b-a-^#^- 14 3 

lit LX 5-7'v*r-y-!)^;i'M. RV3, 4 n nT= y 

: 5 8. 2% 
mp 249 — 251 X. 
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\H-NMR (DMS O- d 6 ) : 5 6. 97 ( 1 H, d, J = 8. 7Hz), 7. 

5 7- 7. 7 0 ( 3 H, m), 7. 98 (1H, d, J = 2. 7Hz), 8.-10 
( 1 H, d , J = 2 . 4 H z ) , 10. 5 4 (1H, s), 11. 5 5 ( 1 H, s ) . 
m 14 4 : fk^## 14 4 (D\ 

MfcLX, ^3, 5-^tn7=!l i'SrflV'-tf- 

Ml 6 

J|X^ : 3 6 . 3 % 

mp 2 5 9 — 2 6 I t). ' 

1 H — NMR (DM S O — d 6 ) : 6 6. 96-7.04 (2H, m), 7. 4 5 

-7. 5 4 ( 2 H, m), 7. 5 8 (1H, dd, J = 8. 7, 2. 7 Hz), 7. 

9 4 (1H, d, J = 2 . 7Hz), 10. 6 0 (1H, s) 11. 4 8 ( 1 H, 
s). - 

m 14 5 : 17 2 

0-7tf;uf ^ fttf3, 5 -^ 007 =!!^ 

fcfflwc0«2 (1) ^lfiiatoJSfef^SrfTV\ ^®fk^&#fc 0 
JRSp : 7 3. 5 % 
mp 167 — 1 68 °C. 

■H-NMR (CDCI 3 ): 8 2. 35 ( 3 H, s ) , 7. 14-7. 18 (2 

H, m) , 7 . 3 5-7. 4 0 ( 1 H, m), 7.5 2- 7. 5 7 ( 3 H, m) | 7. 

81 (1H, dd, J = 7 . 8, 1. 8 Hz),. 8. 05 (1H, brs). 

Ml 4 6 : •fk-a-W-Sr 14 5 ©-fk'&'tt^SaS 

LT, 2-T-fe h3r'>-N- (3, 5-'^no7x=/V) ^7 0* 
(M#^l 7 2) (2) fc l^«©abf^S:fTV\ &®{k£-*lS:# 

/Co 

: 6 0 . 3 % 

mp 218-21 9°C. ... 

1 H-NMR (DMSO-d 6 ) : 5 6. 95-7. 02 (2H, m), 7. 35 
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-7. 3 6 (1H, m), 7. 4 2-7. 4 7 ( 1 H, m)., 7. 

( 3 H, m), 10. 54 (1H, s), 11. 35 (1H, s). 
$114 7 : \ 14 6 

5 &t/3, 5-^nn7 

$11 6 

IRS& : 3 3. 3% 

mp 258-26 0 °C. 

1 H — NMR (DMS O— d 6 ) : 5 7. 0 0-7. 0 5 (1H, 

-7.37 ( 2 H, m), 7. 63 (1 H, d d, J = 9. 3, -3. 
8 4 ( 2 H , d , J = 2 . 1 H z ) , 10. 5 6 ( 1 H, s), 11 
s ) . 

$114 8 : 14 7 

5-^nniiy^P^ &tf3, ,5 -^do7= 

1 6 

W : 4 1. 2%. 

1 H — NMR (DMS O — d 6 ) : 5 7 . 0 3 ( 1 H, d , J = 9 . 

3 6 -7. 3 7 (1H, m), 7. 48 (1H, dd, J = 8. 7, 
7. 8 3- 7. 8 4 ( 3 H, m), 10. 56 (1H, s), 11 
s ) . • 

$J 1 4 9 : 14 8 <D{k&ty)<Dm& 

5-^P^-f-y^/^ M3, 5-^an7= 

1 6 

: 6 1. 6% 

mp 2 4 3 — 2 4 4°C. 

1 H — NMR (DMS O— d 6 ) : 8 6. 98 (1H, d, J = 8. 

3 6 -7/ 3 7 (1 H, m), 7. 59 (1H, dd, J = 9. 0, 
7. 8'3 ( 2 H, d, J = l. 8Hz), 7. 9 5 ( 1 H, d, J = 



8 3-7. 87 



— V 



m), 7.2 8 
3 Hz), 7. 

. 2 3 ( 1 H, 



0Hz), 7. 
2. 7 H z ), 
. 4 4 (1 H, 






7Hz), 7. 
2. 4 H z ), 
2. 4 H z )-, 
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10. 5 6 (1H, s), 11. 4 6 (1H, s). 

011 5 0 : {£&%>%%- 1 4 9 V>{b&&<DW& 

LT. 5 - a - Kf- y AV 3 , 5 - 9 J9 n nT=- ]) 

1 

M : 6 5 . 4 % 
mp 2 4 4 - 2 4 5°C. 

1 H — NMR (DM SO— d 6 ) : 8 6. 8 4 (1 H, d, J=9. 0Hz), 

7. 3 5-7. 3 7 (1H, m), 7. 7 2 ( 1 H, dd, J = 9. 0, 2. 1 
Hz), 7. 8 3 ( 2 H, d, J=l. 8Hz), 8. 0 9 ( 1 H, d, J = 2. 
1Hz), 10. 5 5 (1 H, s), 1 1. 4 5 (1 H, s) . 

Ml 5 1 : 1 5 0 (D^^KDmM 

JWMkLXX3, 5-'y^n^fyf/^ R1I3, 5-^un7-y^i 

^xmi 6 muik&m&mz.'- ' 

W : 4 4 . 2 % 
mp 181-182 °C. 

1 H — NMR (DM SO— d 6 ) : 5 7. 4 2-7. 4 3 (1H, m), 7. 80 

( 2 H, d, J = 1 . 8Hz), 8. 03 ( 1 H, d, J = 2 . IHz), 8. 1 
7 (1H, d , J = 2 . 1Hz), 10. 8 2 (1H, s). 

M l 5 2 : 1 5 1 

Milt, 4-^nnfyf/v^ ^3, 5-v^n n7=!) I'ZRlV'XM 

: 5 7. 2% 
mp 255-256 °C. 

‘H-NMR (DMSO-d 6 ) : 5 7. 03-7. 06 (2H, m), 7. 3 4 

-7. 3 6 (1 H, m), 7. 8 2-7.8 5 (3H,m), 10. 51 (1 H, s), 

1 1. 7 0 (1H, b r s). 

#115 3 : -fb^##l 5 2 



241 




WO 03/103647 



PCT/JP03/07129 _ 



Mi Lt, 5-- RV3, 5 -*J9 p PT~y ^SrJBV'Tfll 
1 6 

J&Sp : 8 3 . 1 % 
mp 2 3 2-2 3 3°C. 

1 H — NMR (DMSO— d 6 ) : 5 7. 16 (1H, d, . J = 9. 6Hz), 

7. 3 7-7. 3 9 (1H, m), 7. 8 4 (1H, d, J = 2. 1Hz), 8.. 
29 (1H, dd, J = 9 . 0, 3. 0Hz), 8. 6 5 (1H, d, J = 3 . 0 
Hz), 10. 8 3 (1H, s). ' 

1 .5 4 : 5 Z<Dte&h<DW&- 

Mitt, RV3, 

. 1 6 

l&m : 7 1 . 0 % 
mp 2 16-21 7°C. 

1 H — NMR (DMSO— d 6 ) : 8 2. 2 8 (3H, s), 6. 9 0 (1H, 

d, J = 8 . 4Hz), 7. 26 (1H, dd, J = 8. 7, 1. 8Hz), 7. 

3 4-7. 3 6 (1H, m), 7. 6 7 (1H, d, J = l. 5Hz), 7. 85 

(2H, d, J = l. 8Hz), 10. 5 2 (1H, s), 11. 1 5 (1H, s) . 

fJ15 5 : 15 4 

WMt LT. 5 h S.tf.3 , 5 -*J9 p P7-y 

mist mmik'Br®)* #tc„ 

• 2 9. 8 % 

'w' 

mp 2 3 0 - 2 3 2°C. 

^H — NMR (DMSO-d 6 ): 5 3. 7 6 (3H, s), 6. 9 5,(1#, 

d, J = 8 . 7 H z ), 7. 08 (1H, dd, J = 9 . 0, 3. 0Hz), 7. 

3 5-7. 3 6 (1 H, m), 7. 4 0 ( 1 H, d, J = 3. 0Hz), 7. 8 5 
( 2 H, d , J = 1 . 5 H z ) , 10. 5 5 ( 1 H, s ) , 10. 95 ( 1 H, s ) . 

#!ll 5 6 : 15 5 
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WMtLX, Rif 3, 4, 5 — M^dd7-!)'/^ 

^xm 1 6 1 

IfetfS : 7 8 . 6 % 
mp 2 9 7- 2 9 9^. 

*H-NMR (DMSO-d 6 ) : 8 6. 9 8 (1H, d, J = 9. 0Hz), 7. 

5 8 (1H, dd, J = 8 . 4, 2. 4Hz), 7. 9 5 ( 1 H, d, J = 2. 4 

Hz), 8. 0 3 (1H, s), 10. 5 8 (1H,. s), 11. 4 9 ( 1 H, s). 
m 1 5-7 : 1 5 6 (Dfc&momit 

Rlf3, 5-^nn-4-t Kn^'>7 

-y 6 

JR$S : 2 2 . 5 % 

'H-NMR (DMSO-d 6 ) : 6 6. 9 6 (1 H, d, J = 8. 7Hz), 7. 

58 (lH, dd, J=8. 7, 2. 4Hz), 7. 76 (2H, s), 8. 01 

(1H, d, J = 2 . 4 H z ), 1 0. 0 3 (1H, s), 10. 3 6 ( 1 H, s), 
11. 6 7 ( 1H, b r s). . 

M 1 5 8 : 1.5 7 

5-^npfDf/^ SU!2, 3, 4, 5, 6-<<V^77 ^p 
: 5 8 . 6 % 

?H-NMR (DMSO-d 6 ) : 8 7.0 7 (1 H, d, J = 8. 7 Hz), 7. 

53 (1H, dd, J = 8 . 7, 2. 7Hz), 7. 91 (1H, d, J=2. 7 
Hz), 10. 38 (1H, b r s), 1 1. 7 4 (1H, b r s). 

Ml 5 9 : 1 5 8 0^^10^ 

5-^n^tyf/^ Rlf3, haT=!) 

1 6 

Jtx^ : 3 2. 2% 
mp 258 — 260 °C. 
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1 H — NMR (DMS O — d 6 ) : 8 6. 98-7. 02 (1 H, m), 7. 59 

-7. 6 3 (1H, m), 7. 9 6- 7.9 7 ( 1 H, m), 8. 56-8. 58 
(1H, m), 9. 0 3-9. 0 5 (2H, m), 11. 0 4 (l.H, s), 11. 

3 9 (1 H, b r s). 

Ml 6 0 : {k&Vottl 5 9©ffr£&©®36 

K 

5-*'nnf-»)?vi^ RXI2, 5-t'X [(1, l-VJ&A') m 
■7‘A'l T~V V^V'TMl 6 
I(X^ : 7 5. 7% 

1 H — NMR (DMSO-d 8 ): 5 1 . 2 7 ( 9 H, s ), 1 . 3 3 (9H, s), 

7. 04 (1H, d, J = 9. 0 H z ), 7.26 (1H, dd, J = 8. 4, 2. 

1Hz), 7. 3 5 - 7. 3 8 ( 2 H, m), 7. 4 9 (1H, dd, J = 8. 7, 

2. 7 H z ) , 8. 0 7 (1H, d, J = 2. 4 Hz')., 10. 2 2 ( 1 H, s), 
1 2. 3 8 (1H, b r s).‘ 

M 1 6 1 : 1 -6 0 (Dfc&to<DWk 

s-^ppfJIfA'S, %.Xf5- [(1, 1 - 

2-t 6tPI«©Slf^S:fTV\ 

;JRJ* : 8 9. 5% 

1 H — NMR (DMSO-d 6 ) : 5 1 . 2 8 ( 9 H, s ) , 3 . 3 3 ( 3 H, s ) , 

7. 0 1 (1H, d, J = 8. 7Hz), 7. 0 5 ( 1 H, d, J = 9. 0Hz), 

7. 11 (1H, dd, J = 8. 7, 2. 4 Hz), 7. 4 7 ( 1 H, dd, J = 

9. 0, 3. 0Hz), 7. 99 (1H, d, J = 3. 0Hz), 8. 49 (1H, 
d, J = 2 . 4Hz), 10.: 78 (1H, s), 12. 0.3*. (1H, s). 

M 1 6 2 : 16 1 

t ■ 

JJKfl-fcL-C.. 5 RV3, 5 -*?■* V 

1 6£ITO©ft«s&fTV\ 

« : 5 8 . 1 °/o 
m p 188 — 19 
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'H-NMR (DMSO-d 6 ) : 5 2. 2 8 (6 H, s), 6. 80 (1H, 

s), 6. 96 (1H, d, J = 8 . 7Hz), 7. 33 ( 2 H, s), 7. 58 (1 

H, dd, J = 9 . 0, 2. 4Hz), 8. 10 ( 1 H, d, J = 2. 4Hz), 
10. 29 (1H, s), 11. 93 ( 1 H, b r s ). 

m 1 6 3 : 1 6 2 

Mi It, 5 -^nnf !)f/^ M3, 5 - [(1, ^ 

=f-)V\ T=-V 1 6 

: 3 4. 1% 

1 H-NMR (CDC 1 3 ) : 5 1 . 2 6 (18H, s), 6. 9 9 (1H, d, 

J = 8. 7Hz), 7. 29 (1H, t, J = l. 8Hz), 7. 39 (1, dd, 

J = 9. 0, 2. 4 H z ), 7. 41 (2H, d, J = 1 . 5H.z), 7. 51 (1 

H, d, J = 2. 1 H z ) , 7. 8 1 (1H, br s), 12. 0 1 (1H, .s'). 

m 1 6 4 : 16 3 (Dib'fr®)(Dm& 

Mif C, 5-zfv^V %.Xf3, 5-tf* [(1, ^ 

-jv\ T—V 1 6 %tc 0 

: 4 5. 2% 

1 H-NMR (DMSO-d s ):5 1. 30 (18 H, s), 6. 95 (1H, 
d, J=8. 7Hz), 7. 20 (1H, t, J = l. 5Hz), 7. 56 (2H, 
d, J = l. 5 H z ) , 7. 58 (1H, dd, J = 8. 7, 2. 4Hz),. 8. 
12 (1H, d, J = 2 . 7 Hz), 10. 39 (1H, s), 11. 98 (1H, 
s ). 

m 1 6 5 : 1 6 4 <D\Y&m<DWk 

5 -^acrD-y^/W^, RV ( 2-T^ / -3, 5, 5, 8, 8 
5, 6, 7, 8-f f7t 1 6 £Ir1I£<7> 

: 7 7. 5% 

1 H-NMR (DMSO - d 6 ) : 5 1. 2 3 (6H, s), 1.. 24 (6H, s), 



245 




YVO 03/103647 



PCT/JP03/07129 



I. 64 ( 4 H, s), 2. 19 ( 3 H, s), 7. 13 ( 1 H, d, J = 9. 0 
Hz), 7. 20 (1H, s), 7. 49 ( 1 H, dd, J = 8. 7, 2. 7Hz), 

7. 67 (1H, s), 8./ 04 ( 1 H, d, J = 2. 7Hz), 10. 23 (1 
H, s), 12. 26 (1H, s). 

. M 1 6 6 : 1 6 5 

5-^nnfiJf/ur Rtf 3 -7 5 / tT 37 1 6 

: 7 5.' 6 % . 

‘H-NMR (DMSO-d 6 ) : 5 7. 0 4 (1 H, d, J = 8. 7Hz), 7. 

3 5 - 7. 4 4 (1 H, m), 7. 4 5- 7. 5 4 ( 5 H, m) , 7. 6 5-7. 

6 8 ( 2 H, m), 7. 7 2 ( 1 H, d t, J = 7. 2, 2. 1Hz). 7. 9 9 

(1H, d, J = 3 . 0Hz), 8. 0 3 (1H, m), 10. 50 (1H, s), 

II. 8 3 (1 H, b r s ) . 

Y 

m 16 7: {b^#-§- l 6 6 

5-? M3-75/-4-^ 

: 3 7. 0 % 

L H-NMR (DM S O— d 6 ) : 5 3. 9 5 (3H, s), 7. 0 8 (1H, d, 

J = 8. 7 Hz), 7. 2 0 (1H, d, J = 8. 4 H z ), 7 . 3 4 ( 1 H, t, 

J = 7. 2Hz)i 7. 4 0-7. 5 0 (4H, m), 7. 62 (1H, d, J = 

8. 7 Hz), .8. 00 (1H, d, J = 3. 0Hz), 8. 77 (1H, d, J 
= 2. 1Hz), 10. 92 (1H, s), 12. 09 ( 1 H, s). 

m 1 6 8 : {b^#-S§-l 6 7 (D{C^<DW^ 

LT, 5-yp^t!)f/^, RXf2, 5 b^ci/T- V y&Ml'T 
Ml 6iH^o^^rn\ 

l&m : 3 9 . 7 % 

‘H-NMR (DMS O — d 6 ) : 5 3 . 7 2 ( 3 H, s ) , 3 . 8 4 ( 3 H, s ) , 
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6. 66 (1H, ddd, J = 9. 0, 3. 0, 0. 6 Hz'), '6. 9 9-7. 0 
3 (2H, m), 7. 5 8 ( 1 H, ddd, J = 9. 0, 2. 7, 0. 6 Hz), 
8. 10 (1H, dd, J = 2 . 4, 0. 6 Hz), 8. 12 (1H, d, J = 3. 
OHz), 10. 87 (1H, s), 12. 08 ( 1 H, s). 

M l 6 9 : 6 8<D{b&b<Dm& 

IT, 5 J-AJBt* 'M3, 5 

i i 6 

JR^P : 4 0. 3% 

,mp 2 0 7 — 2 0 9 °C. 

1 H — NMR (DMSO — d 6 ): 5 3. 7 5 (6H, s), 6. 3 0.-6. 3 2 

(1H, m), 6. 9 4- 6. 9 7 (3 H, m), 7. 5 7 ( 1 H, dd, J = 8. 

7, 2. 4Hz), 8. 04 ( 1 H, d, J = 2. 4Hz), ,10. 32 (1H, 
s), 1 1. 7 8 (1H, s). 

M 1 7 0 : 1 6 9 

Milt, 5-p7apf-!J9vl^ &tf3-T1^/UT=y :/£ffil'TMl 6 
JR^ : 8 0. 0% 

'H-NMR (DMSO-d 6 ): 5 2. 60 (3H, s), 7. 03 ( 1 H, d, 

J = 9. OH z), 7. 4 9 (1 H, dd, J = 9. 0, 3. OHz), 7. 54 
(1H, t, J=8. 1Hz), 7. 7 6 (1H, dq, J = 7. 8, 0. 9 Hz), 
7. 9 6-8. 0 0 (2H, m), 8. 3 0 (1H, t, J = l. 8 Hz), 10. 
56 (1H, s), 11. 75 (1H, s). 

M l 7 1 : |b^#^-l 7 O 

WMtLX, S.0 ! 5-7^/-<y7« 

^r/^ffiv'tMi 6 tpj«ojft^srfrv\ 

W- 7 4.1% 
m p 2 5 4 - 2 5 6 °C. 
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a H— NMR (DM S O— d 6 ) : 8 3. 9 2. (6 H, s),' 6. 97 (1H, ■ 

d, J = 9, 0Hz), 7. 60 (1H, dd, J = 9. 0, 2. 4Hz), 8. 
06 (1H, d, J = 2 . 4Hz), 8. 24-8. 2 5 (1H, m), 8. 6 2 
(2H, m), 10. 71 (1H, s), 11. 5 7 ( 1 H, s). 

#117 2; fc-a-#!## 171 .. 

WJjtTt :Maybridgetfc 

A^d^:RDR 01434 

#1 1 7 3 1 7 3 <Dfc£!®)<Dgklg 

Mi UT, 5-^W!)« &tf2, 5-lf* [( 1 , zz 

r-y ^^v'T#ii 6 

ft $:.6 1 . 1 % 

'H-NMR (DMSO-d 6 ) : 8 1. 2 7 (9H, s), 1. 33 (9H, b), 



2. 


2 8 ( 3 H , s ) , 


6. 8 9 (1H, 


d, 


J = 8. 1Hz), 


7. 2.4 


(ih; 


d, 


J = 2 . 1Hz), 


7. 2 7 (1 H, 


d. 


J = 2. 1Hz), 


7.3 2 


(1H, 


d, 


J = 2. 4 H z), 


7. 3 7 (1 H, 


d, 


J = 8. 4H z), 


7.8 8 


(1 H, 


d, 


J = 1. 5 H z ) , 


10. 1 5 ( 1 H, 


-s ) , 11. 9 8 i 


(1H, b 


r s ) . 



#J 1 7 4 : 1 7 4 

Mi It, N- {3, 5 -If* [(1, 1-v^fvW. -5 

-^n-2-k Ko^^yXT'; K Wta«b#*l 6 2K n 

y k«t/b wee* 9 6 1 t a 

: 6 6 . 1 % 

1 H — NMR (CDClj): T 1. 34 (1 8 H, s), 2. 3 6 (3H, s), 
7. 12 (1H, d, J = 8. 4 H z) , 7. 2 5 (1H, d, J = 1. 5 Hz), 
7. 4 4 ( 2 H, d, J = l. 2 H z ) , 7. 47 (1H, dd, J=8. 7, 2. 

7 H z ), 7. 87 (1H, d, J = 2. 4Hz), 7. 98 ( 1 H, s). 

#J1 7 5 : dba$l#-S§-l 7 
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MiU, 5-=- TMk, RXI3, 5-lf* [(1, Oi 

?vu] T-y 6 

i« : 4 6 . 7 % 

’H-NMR (CDC 1 3 ) : 5 1. 37 (18 H, s), 7. 13 ( 1 H, d, 

J = 9 . 3Hz), 7. 3 2 (1H, t, J = l. 8Hz), 7. 4 6 (2H; d, 

J = 1 . 8Hz), 8. 0 7 (1H, s), 8. 3.3 (1H, dd, J = 9. 3, 
2. 1 H z ) , 8. 59 (1H, d, J = 2. 4Hz), 13. 14 ( 1 H, s). 
Ml 7 6 : {££■&#■§■ 17 6 

LX, 5 - ^ 7-)V4y y RXf 3 , 5 - If* E(l, ^ 

^/i'] T=y 6 fclTO^iSIffcSrfTV', 

JR# : 1 6 . 3 % 

"H-NMR (CDC 1 3 ) : 5 1 . 3 5 ( 1 8 H, s), 2. 3 5 (3 H, s), 

6. 9 4 (1H, d, H=8. 4Hz), 7, 2 3-7. 2 8 (2H, m), 7. 

3 1 (1H, s), 7. 4 2 (1H, "d, J = l. 8Hz), 7. 8 8 (1H, s), 
11. 86 (1H, s). 

M 17 7 : ^«b##l 7 7 (0^th<0W& 

uiffcit, 5 -* M3, 5-trx [(i, 

T=- yy^fflV'Til 6 £Pj#©8M£3:frV\ 

W : 1 2 . 7 % 

•H-NMR (DM-S O — d 6 ) . : 5 1. 3 0 ( 1 8 H, s), 3. 7 7 (3H, 

s), 6. 91 (1H, d, J = 9. 0Hz), 7. 07 ( 1 H, dd, J = 8. 

7, 3. 0 H z ), 7. ,19-7. 20 ( 1 H, m), 7. 5 2- 7. 5 4 (3H, 
m), 10. 3 3 (1H, s), 11. 4 4 ( 1 H, s). 

Ml 7 8 : 17 8 <D{k&%)<Dmi£ 

b-C N 5 -^db-N- {5- C( 1 , xfA'J -2-J h 

— 2 — t Kndr'>-<>XT5; K (fl5^«5##l 6.0), SiU'T-fe^ 
/i^ p y KSr/BV'TM 96t 
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: 8 7 . 5 % 

X H — NMR (CDClj) : S 1. 3 5 ( 9 H, s), 2. 3 7 (3H, s), 

3. 91 ( 3 H, s), 6. 86 (1H, d, J=8. 7Hz), 7, 12 ( 1 H, 

dd, J = 8 . 7, 2. 4Hz), 7. 13 ( 1 H, d, J = 9. OHz), 7. 

4 7 (1H, d d, J = 9. 0, 2. 4Hz), 8. 0 2 ( 1 H, d, J = 2. 7 

Hz), 8. 66 (1H, d, J = 2 . 4Hz), 8. 93 ( 1 H, s). 

$117 9 : 17 9 

MiLT, 5-7 5vHMJ^A^ IkXf- 5 — [(1, - 

2 -7 Y*'ST=-'J T$ll 6 

: 8 4. 7% 

1 H — NMR (CDC 1 3 ) : 5 1. 3 5 (9H, s), 2. .3 4 (3H, s), 

3. 9 3 ( 3 H, s), 6. 8 6 ( 1 H, d J=8. 7 Hz), 6, 9 3 (1H, 

d, J = 8. 4Hz), 7. 12 (1H, dd, J= 8. 7, 2. 4Hz), 7. 2 
4 (1H, dd, J = 8. 4, 1. 8 Hz), 7. 2 7 (l.H, br s), 8. 

4 8 (1H, d , J = 2 . 4 Hz), 8. 6 1 (1H, b r s), 11.95 ( 1 H, 
s ) . • 

$1 1 8 0 : 18 0 O-fb^-^Mit 

5 RXf2-T^ 6 

^Mfb^£#fc 0 

: 1 2 . 0 % 

mp212°C(dec.). 

‘H-NMR (DM S O— d 6 ) : 5 6.9 4 (l.H, br d, J = 8. OHz), 

7. 25 (1H, brd, J = 3. 2Hz), 7, 56 (2H, m), 8. 05 (1 
H, d, J = 2. 8H z). 

$118 1 : -fb^#^- 1 8 6 

(1) 2 -T 5.7-4 - [(1, f 7 /- JV 

1 — zf p 3 , 3 2 —Zf & S 1/ (5 . 0 3 g, 28. 1 mm o 1 )„ 
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Tit*? U7 (2. 3 5 g, 3 0. 9 mm o 1 h /W (3 OmL) 

&&ix-T/i'V$h&i Ltco fflfdAJfok'CaiifrU 

^ h y ^AX'^Lfcm. «JBES*LT»btbfc3SSSr'>y*^^n-^ 
,7-f— (n-^^rf-^ : 2 : 1 -» 1 : 1) XffiglLT 

(3. 9 9 g, 9 0. 9%) £#fc e 

‘H-NMR (CD C 1 ,) : 5 1. 2 6 (9H, s), 4. 9 6 (2H, b r s), 

6. 09 (1 H, s). ; 

WTOUSS^^^V'-C^J 1 8 1 (1) Rl&m!£b 

LXit. =-* J—AA}<nWR& JflV'fc. ' 

(2) 2-T-fe 5-7 o.?-N- { 4 - [(1, l-'JtTM ±Tst'J 

T7'/— }V- 2 -dVV} K 

UX 2-7t 5 - -7 ^ / - 4 - [(1 , 

1- i^fvw) Tr'S-/u%m\'xm'2 4 

&®*m to 

: 5 9. 4% 

1 H — NMR (CDC1 3 ): 5 1. 3 1(9 H, s), 2. 44 (3H, s), 

6. 60 (1H, s), 7. 13 (1H, d, J=8. 4Hz), 7. 68 (1H, 
dd, J = 8. 7, 2. 4 H z ) , 8. 17 ( 1 H, d, J = 2. 4Hz), 9. 

7 2 (1 H, b r s ). 

(3) 5 —Z? n -X — N— {4- [(1, 1-i^fvP) p^/K] TT'/—^- 2- 
>T/V}' -2-fc Kn^r^yX7 5 K (fc£*4fe#-§-l 8 6) 

2- T-fc 5 -7n^-N- { 4- [(1, l-i^fvW) pi^vU] f7'/ 

— A"- 2 — f/H ^yX7^ K (10 0. lmg, 0. 2 5mmo l) S:rb7 
t Kp 77V ( 3 m L) 2 M^TkSHb'?' h V *7 A ( 0 ;. 2ml) 

MX 2 0#IB«#Lfc. 

7c 0 &7kaSH-hy »JEEg* 
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M yftn'A'x.— TJ^/n — . =3f-^» Lxmmit 
(7 0. log, 7 8. 9%) £#fc, 

1 H — N M R (DMSO— d 6 ) :5 1. 30 (9H, s), 6. 80 (1H, b 

r s), 6. 95 (1H, brs), 7. 5.7 ( 1 H, brs), 8. 06 (1H, 
d; J = 2- 4 Hz), 11. 82 (1H, brs), 13. 27 ( 1 H, brs). 

«18 2 : te^#-S§-l 8 KDit&yovmm: ' 

(1) 2— Ti? Mf-i/- 5-^0^ — N- {5-^n^--4- CC-i * 

/u) ^T'S— JV-2-4 M 5 K 

2-7ir b^>-5-7o^-N- {4 - [(1, cnfvV] f7^ 

—>i'— 2 — < /L'} ^yX7 5: K (#1 18 1 (2-) ; 0. 20g, 0. 5 

0 mm o 1) ?rT*feh— hy/l^ ( 1 0 m L) N — 5 

K (97. 9 m g , 0. 55 mm o 1 ) 1JW&# Lfc 0 Rfcm 

b^77,f- (n— drf- 

V:g^m^=3 : 1) LT#fc 0 . 

(2) 5-^n^e-N- {5-^n^e-4- [(1, 1 - fvV) 

'/'-tv- 2 -^jv) - 2 - t: K p ^V^yX7 ^ K ('fb^-tl## 18 1) 

LT, 2-T-fe >*■$/- 5 -^ta^-N- { 5 -/u^-4 - [(1, 1 - 
*//¥&) x.'f-As] f7'/“/U-2-^^} s<'sXT% K£/j^-C0<l2 (2) £ 
!IJ®{b1^£:#fc 0 
Jfc$S : 9 0. 9% (2IS) 

1 H — NMR (DMSO-d e ) : 5 1. 42 ( 9 H, s), 6. 99 ( 1 H, d, 

J = 8. 7 H z ) , 7. 6 1 (1H, dd, J = 8. 7, 2. 7Hz), 8. 02 
(1H, d, J = 2 . 4 Hz), 11. 79 (1H, brs), 12. 00 (1H, 
brs). 

«18 3 : {b£^## 1 8 2 

Its 5-/0^!)^, M2-7^;-5-/nf-4- ( MJ 
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mc 0 

: 2 2 . 4 % 

mp 215t (dec.) . - - 

1 H — NMR (DMSO-d 6 ) : 8 7. 0 0 ( 1 H, d, J =8. 8 Hz), 

7. 6 1 (1H, dd, J = 8 . 8, 2. 8 Hz ), 7. 9 7 ( 1 H, d, J = 2. 

4 H z). 

[2-T^y-5-y'p^e-4 - (hj vjuj- rs**—*- 

J\/ ' "dr Z? ' ■ / ^' S T P^-Y^y ^ 5 ^ hU — (Journal of Heterocyclic 

Chemistry)], (3feH), 1 9 9 1^, %2 8 #, p. 10 1 7 ##J 
M 1 8 4 : 4b 1 8 3 (Dfc'fr 

(1) a-^p^e-fcVcri^/i'Ti? h=-H)/u 

b- b Vfr (1. OOg, 7. 9 9mm o 1) (1 

5 m L) N-/p i/l"( 5. K (1. 4 2 g, 7. 9 9mmo 1) 

ZMZ' l 5^FMIilfc, ^4&&5 j®LT$h£U ZWiZMJZ 

Y'fyy^— (n : gfcSfea: 

^V»f=4 : 1) -CijtMLT (1. 4 3 g, 8 7. 9%) 

. 

‘H-NMR (CDC 1 3 ) : 5 1. 3 3 (9H, s), 5. 10 (1H, s). 

WTOH«J{C4oV'Tf!l 1 8 4 (1) -/P4rJfc#J 

KSrfflV'fco W& 

0 . 

(2) 2-7?y-5-'>7;-4- [(1, l-iS*?/U) 3L^;v'\y-T'/—/V 
ISWt It, a-yp^e- tv^cp sf/lsT± b^ hy^'RtfWWT^V'T 
001 8 1 (1) "fcPI«©1ft^SrfTV\ 

: 6 6. 3% 

1 H — NMR (CDC 1 3 ) : 5 1. 4 1 ( 9 H, s), 5. 3 2 (2H, s ). 

(3) 5 — ^ p p -N- { 5 — '>77 — 4 — [(1, 1 - i?* ^JU) ttfvk] 
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'/—JV-2 -2-tKo^yXm* (-fk-a- 1 8 3 ) 

5.t5 2-T=;y-5-'>T/-4- [(1, 
6 £lfii£>£«fE£ ; fTV\ ^Mfk 

£«#7c 0 

: 63. 4% - . 

1 H — NMR (DMS O — d 6 ) : 5 1. 4 3 (9H, s )>, 7. 06 ( 1 H, d, 

J = 8 . 7 Hz), 7. 51 (1H, dd, J = 8. 7, 3. 0Hz), 7. 8 5 
(1H, d, J=2, 7Hz), 12. 31 (2H, br). 
m 1 8 5 : 1 8 4 

5-^n^ef-y^/^ ^2-7';/-5-*>77-4- [(1, 
1 -v^fvW) ai^vl/] =f-T'S~)V (Ml 8 4 (2) 0<k'8'#l) £/BV>-C0Jl6 



J&^ : 6 


1 . 


3% 




1 H — NMR 


(DMS O— d 6 ) : 5 


1. 4 3 (9H, s), 7. 0 0 (1H, d, 


J = 8. 


7 H 


z), 7. 6 2 (1 H, 


dd, J = 8 . 7, 2. 7 H z ) , 7. 9 


(1H, 


d, 


J = 2. 7Hz), 11 


. 7 5 (1 H, br), 12. 4 3 (1H, 


b r). 









011 1 8 6 : 'fk'a-fe#^- 18 5 

5 -T'n^ef-y 5.^2 -7 5 >- 5 - * *f- — >V& 

/b wc0ii i 6 1 ra«©.sMts&frv\ mmto&mttiz. 

: 1 2 . 9 % 

X H — NMR (DMS O — d 6 ) : 5 2. 3 3 (3H, s), 6. 9 1 (1H, d, 

J = 7 . 6Hz), 7. 26 (1H, s), 7. 54 (1H, d, J = 9. 6Hz), 
8.0 3 (1H, d, J = 2 . 8 H z ). 

011 1 8 7 : 18 7 ©flS^ftOSiag 

Milt, 5-/n^f!)f;^ &tf2-T^/-4, 5 

— /I'fcfflV'Tm 6 £l^fi<D^f£3:frV\ 
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I&Sp : 1 4 . 4 % 

1 H — NMR (DM SO - d 6 ) : 8 2. 18 (3 H, s), 2. 22 (3 H, s), 

6. 89 (1H, d, J = 8 . 8Hz), 7. 51 ( 1 H, d, J = 6. 8Hz), 

8. 02 (1H, d, J = 2. 8H z), 13. 23 (1 H, b r s). 

Ml 8 8 : 8 

MiUX, RX?2-TKy-S-JJ L /l'-4-7^- 

JR^ : 2 7.7% 
mp 243 — 244 1. 

1 H — NMR (CD 3 OD) : 5 2. 4 7 (3H, s), 6. 9 2 ( 1 H, d, J 

= 8. 7Hz), 7. 36-7. 41 (1H, m), 7. 4 4-7. 50 (2H, 
m), 7. 53 (1H, dd, J = 9. 0, 2. 7Hz), 7. 57-7. 61 (2 

H, m), 8. 16 (1H, d, J = 2. 7Hz) . 

[ 2 — T $: y - r$|g¥$£K : • 

mJ f '"7 7 — ?i/ sl'—t’ 4 -ft jl/ * y *)- 3 L-T 4 '^T~f 'i?-Y (Yakugaku Zasshi '. 

Journal of The Pharmaceutical Society of Japan) J, 1 9 6 1^, J£j 8 1 3=?, 
p . 1 4 5 6 #JB] 

Ml 8 9 : Q&mtt 18 9 < it 

U, ( 4 - 7/kta 7 1-/V) ' 7t 1 y 1 8 4 (1) ~ (3) 

jRSfi • 2 8 . 8% (3IS) 

(1) a -T'a^e- (4-771^0 731— /U) Ti? hV 

1 H — NMR (CDC 1 3 ) : 5 2. 3 3 (3 H, s), 5. 4 1 (1H, s), 

7. 07 ( 2 H, t, J = 8. 7 H z ) , 7. 43 ( 2 H, dd, J = 8. 7, 5. 
1Hz). 

(2) 2-7$7-4-^f/K5- (4-7/Vto7x-/V) ^T'S—JV 

1 H — NMR (CDC 1 3 ) : 5 2. 2 7 (3H, s), 4. 8 8 (2H, s), 
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7. 0 7 ( 2 H, t, J = 8 . 7Hz), 7. 32 (2H, dd, J = 8. 7, 5. 

4 H z ) . 

(3) 5 — yn-^e— N— [4 — / fvW— 5 — (4 -7^tn7i=^) f7'/- 
2— r/u] - 2-t-Kn^>X7$ K 8 9) 

’H-NMR (DMSO-d.) : 5 2. 3 6 (3H, s), 6. 9 5 ( 1 H, d, 

J = 8. 4Hz), 7. 33 ( 2 H, t, J = 8. 7Hz), 7. 52-7. 59 
( 3 H, m), 8. 06 ( 1 H, d, J = 3. 0Hz), 12. 01-13. 65 
( 2 H, b r). 

09 19 6 : 1 9 0 <Dfc&QKD9m - 

W-Mb LTx 3- ( MJ 7/^n^f/O 7*. =./UT± 18 4 (1) 

~ (3) ; 

W : 3 9. 8 % ( 3 It) 

( 1 ) a — • r tr — 3 — (H)7/l'^n7 f'/l') 7x-^7t Fy 
'H-NMR (CD C 1 3 ) : S 2. 3 8 (3H, s), 5. 4 3 ( 1 H, s'), 
7, 5 2 (1H, t, J=7. 8 Hz), 7. 6 1-7. 6 6 ( 2 H, m), 7. 

6 9-7. 7 0 (1H, m). 

(2) 2-T$y-4-^^/y-5- [3- ( M) 7^-/1/] 

1 H-NMR (CDC 1 3 ) : 5 2. 3 2 (3H, s), 4. 9 5 (2H,. s), 

7. 4 6-7. 5 6 (3H, m), 7. 5 9-7. 6 1 (,lH, m). 

(3) 5-yp^e-N- {4-^^y-5- [3- (H)7/Vtn^f/V) 7x 

2-.JM — 2 •— fc 5 K 1 9 

0) 

1 H-NMR (DMS O— d 6 ) : 8 2 . 4 0 ( 3 H, s ), 6 . 9 7 ( 1 H, d, 

J = 8. 7 H z ), 7. 5 9 (1H, d d, J = 8. 7, 2. 4Hz), 7. 7 1 
-7. 84 ( 4 H, m), ( 2 H, m), 8. 06 (1H, d, J = 2. 4Hz), 
12. 09 (1H, br), 12. 91-13. 63 (1H, br). 
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ffl 1 9 1 : 1 9 1 ( it 

Milt, 2, 2-S?XfVl'-3 -^fV V&fflvvcm 8 4 (l)~(3) 

*«Wb£“to«r»fc. 

JR3* : 17. 0 % ( 3 xm) 

(2) 2-T5;y-4- [(1, - 5 )V 

1 H — NMR (CDC 1 3 ) : 5 1. 21 (3H, t, J = 7. 5Hz), 1. 3 

2 ( 9 H, s), 2. 7.9 ( 2 H, q, J = 7. 5 Hz), 4. 63 ( 2 H, br 
s). 

(3) 5-7'ci^— N- [4- [(1, 1 -5-^/u^r 

jV-2-^M — 2 — t Ko^r^yX7$ K (^^#-^-1 9 1) 

1 H — NMR (CDC 1 3 ) : 5 1. 32 (3H, t, J = 7. 5Hz), 1. 4 

1 ( 9 H, s), 2. 88 ( 2 H, q, J = 7. 5Hz), 6. 84 ( 1 H, d, 

J = 9. OHz), 7. 4 4 (1H, d d, J = 8. 7, 2. 4Hz), 8. 0 5 
(1H, d, J =2 . 7fl.z), 11. 46 ( 2 H, br). 

0iJl 9 2 : 'fb-g'W^-l 9 2 

bt; S.U t 2-T5y-4-^^/y-5-7oi^ 

: 17. 4% 
mp 224-225 tl. 

‘H-NMR (DMSO-d 6 ) : 5 1. 24 (3H, t, J = 7. 6Hz), 

2. 7 0 ( 2 H, q , J = 7 . 6Hz), 6.9 5 ( 1 H, b r d, J = 7. 6 
Hz)., 7. 3 9-7. 4 2 ( 1 H, m), 7. 45-7. 5 1 (4H, m), 7. 

56 (1.H, brd, J — 8 . OHz), 8. 06 ( 1 H, d, J = 2. 8Hz), 
11. 98 (1H, brs). 
m 1 9 3 : ^^##1 9 3 (D\'C&m<Dmj£ 

rat lt, -<y^wyXD tv^ hy^v'tii 8 4 (1) ~ (3). tm 
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iRlp : 4 . 4 % ( 3 IS) 

(2) 2 -T x J — 4 y^n tVU— 5 -V 

'H-NMR (CDC 1 3 ) : 5 1. 2.3 (6H, d, J = 6. 6Hz), 3. 0 

.5 (1H, m) , 4 . 94 (2H, s), 7. 28-7. 41 (5H, m). 

(3) 5 —~7 n^E — N— U-^fyyn fcVU- 5 -7 2 --f 

)V) -2-t K 1 9 3). 

1 H — NMR (DMSO — d 6 ) : 8 1. 26 (6H, d, J = 6. 0Hz), 3. 

15 (1H, m), 6. 98 (lH.'brs), 7. 4 3-7. 5 3 ( 5 H, m), 
7. 59 (1H, b r s), 8. 0 8 (1H, d, J = 2. 7Hz), 11. 90 
(lH. b r d), 13.33 (1H, b r d). 
il 9 4 • 1 9 4 

JSbftfc LT, 1-y^— ^-2-^#f-y 8 4 (1) ~ (3) t 

mm<D%kV£&'i7\,\ 

» : 5 2. 6% (3IS). 

(1) a-yn^e-l-7x=/l/-2-^^rf 7^ 

1 H — NMR (CDC 1 3 ) : 5 0. 8 5 (3H, t, J = 7. 2Hz), 1. 1 

9-1. 3 2 (.2 H, m), 1, 5 0-1. 6 0 (2H, m), 2. 5 9 (2H, 

td, J = 7. 5, 3. 9 H z ), 5. 44 ( 1 H, s). 7. 3 4-7. 4 5 (5 

H, m). 

(2) 2-T^y-4-^/W- 5 -7 =L-)V=f-T>S'-)V . 

‘H — NMR (CDC 1 3 ) : 5 0. 8 9 (3H, t, J = 7. 5Hz), 1. 2 

8-1. 41 ( 2 H, m), 1.61-1. 71 (2H, m), 2.56-2. 6 

1 ( 2 H, m), 4. 8 7 (2H, s), 7. 2 5^7. 4 0 (5H, m). 

(3) 5 —~7 nx — N— (4 5 -7 — JV— 2 — 

2 - 1 Kb ^r'^yXj ? K 19 4) 

l H — NMR (DMS O— d 6 ) : 8 0. 8 5 (3H, t , J = 7 . 2Hz), 1. 

23-1. 35 ( 2 H, m), 1 . 5 9- 1. 6 9 (2H, m), 2. 70 (2H, 
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t, J = 7 . 2Hz), 6. 96 (1H, d, J = 6. 9Hz), 7. 39-7. 
59 ( 6 H, m), 8. 07 ( 1 H, d, J = 2. 4Hz), 11. 93 (1H, 
br), 13. 18-13. 59 (1H, br). 

M 1 9 5 : fc&Vd #■£- 19 5 

(1) 4-7'p ; E— 2, 2, 6, 6 — T h 7 ^ f'Sl'— 3 , 5 — ^ ( a 

- zf o ^ - i/ tV^ p -f ? V) 

2, 2, 6, 6--r K^y^A'-3, 5 ^ ; 

1. OOg, 5. 4 2 mmol) ( 1 0 mL) 

(9 6 5. 8 m g , 5. 4 2mmo 1) 2 W11 

gftbfc. #4P.^L ^#Sr5iiL-C^L, 5«eSr«JEff*LT, «»fk8*05© 
&&&£ (1. 4 2g, £fitt) 

'H-NMR (CDC 1 3 ) : 5 1. 2 .7 (1 8 H, s), 5. 6 7 (1H, s). 

1 9 5 (1) 0^j5fe^§lffl$3xTW5^ % yo^J 
ttm K&fflV'fc. E3ik 

(2) 2-T5/-4- [(1, l-S^^Vl') - 5- [(2, 2 —i? / 

7"n /u] =f-T '/'—A' 

4-^n^-2, 2, 6, 6-fb7^f/V-3, 5 -^7*? 'Si?*'-' (a -7 

; 1 . 4 2.g, 5. 40mmo 1), (45 

1. 8 m g , 5. 94mmo 1), — )V (1 5 m L ) COM's Wt: 2 B#P4Wflil& 

mffiLtco 

^-ctttisbfco #mmz7k, u mk- 

L tc'&. (*J9 on^^Mfy) CT 

(1. 2 3g, 9 4. 5%) £#fc 0 

1 H-NMR (CDC 1 3 ) : 6 1. 2 6 ( 9 H, s), 1 . 2 9 (9H, s), 
5. 0 3 ( 2 H, s). 

(3) 5-^na-N- {4- [( 1 , xf-jV] -5- [(2, 2 
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/D ft-zl'] =f-T'S—)V- 2-X/W - 2 - t Kcrdrv'^^XT 

5-^DDfyf/Ui (143. 6 m g, 0. 8 3 mm o 1 h 2-75:7-4- 
[(1, 1 - v 5 7 fvU) ^5vl7] —5 — [(2, 2— v^fvy) 7“nt , t=/l'] <7 
T'/'—fr (2 0 0. 0 mg ,0.83 mm o l) v !) 7 (4 0 /i 1 N 0. 4 

6 mm o 1 h ^ nn^yfy ( 4 m L ) 3 U7 c„ 

v-r ^ 77 ^- u — - xd- 

> :|£g£.m?vy=3 : 1) T'ISL«^|0eMt (1 5 9. 1 mg, 

4 8.4 %) ^#fc 0 . 

1 H — NMR (CD C 1 3 ) : 5 1. 33 (9H, s), 1. 35 (9H, s), 

6 . 99 (1H, d, J = 8 . 7Hz), 7. 43 (1H, dd, J = 9. 0, 2. 
7Hz),' 7. 70 (1H, d, J = 2. 7Hz), 10. 52 ( 2 H, br). 

OT^iiWin-^xm 9 5 (3) ms'vyy 

fcffltLXH, ttlj:, ^/^nn^y 

0U 19 6 : 'fb-^#-5rl 9 6(Dfc&!&}<Dm& 

^i lt v 5-yp^t!)«, M2-75/-4 - [(1, 1-y/ *f-;V) 
- 5 - 1(2, 2 -i?/ ^fV) -fu (^li 19 5 (2) 

< D{t& m zm'X0>ii9 5 o) tmm<D%kftzn\,\ :n± 0 

: 23. 8% 

1 H — NMR (CD C I 3 ) .: 8 1. 3 3 ( 9 H, s), 1. 3 5 (9H, s), 

6. 94 (1H, d, J = 8 , 7 H z ) , 7. 55 (l.H, dd, J = 8. 7, 2. 
1Hz), 7. 85 (1H, d, J = 2 . 1Hz), 10. 51 (2H, br). 

#119 7 : M#^1'9 7 <Dih^(Dmit 

MHt, 1 9 5 (1) ~ (3) 

I|X^ : 4 5 . 7 % ( 3 1^) 
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(1) a— /nt- tV* n. yHSfclifc m^vl/rc^xyl' 

1 H — NMR (CDClj) :'8 1. 28 (9H, s), 1. 29 (3H, t, J 

= 7. 2 H z ) , 4. 26 ( 2 H, q, J = 7. 2Hz), 5. 24 (1H, s). 

(2) 2 — 7 5/-4 - [(1, 1 5 -^yl'# 

X H — NMR (CDC1 3 ) : 8 1. 32 (3H, t, J = 7. 2Hz), 1. 4 

3 ( 9 H, s), 4. 2 4 ( 2 H, q, J = 7. 2 Hz), 5. 18 (2H, s). 

(3 ) 2 — (5 — 2 — t yi^) X 5 V — 4 — [( 1 , 1 — 

i^X-yw) *5-7'/— yV'— 5 — 

19 7) 

X H-NMR (DMSO- d 6 ) : 8 1. 30 (3H, t, J = 7.2Hz), 1.. 

44 ( 9 H, s), 4. 27 (2H, q, J = 6. 9Hz), 7. 00 ( 1 H, d, 

J = 8 . 7 H z ) , 7. 6 3 (1H, dd, J = 8.. 7, 2. 7 Hz), 8. 0 2 
(1H, d, J = 2 . 4 Hz), 11. 80 (1H, br), 12, 12 (1H, 
b r ) . 

-09 19 8 : 1 9 8 

(1) 2-7?;-5-7'n^-4 - [(1, \-'J *7-)^) ^=7)V\ T'T'/'-fr 

2-7$;- 4 - [(1, 1 -i/tf-su) m^yw] 7-7'/-)^ (Ml 8 1 (1) <D 

0. 8 7 g, 5. 6 mm o 1) ( 9 mL) N-X' 

5 K ( 1. 0 0g, 5. 6mmo 1 ) 

Lfc 0 

^yyV^n-7 1^77^- (^^f- V : M^^yv= 2 : 
1) (1. 2 3 g, 9 3. 7%) £#fc 0 

J H — NMR (CD C 1 3 ) : 8 1. 39 (9H, s), 4. 81 (2H, brs). 

(2) 2-7>/-4~ C(l» 1-5?^^) ^7-)V\ -5-t°-<y V77-7'/ 

—/U 

2-7^-5-^o^-4- [(!,- l-V^T-As) 7-7'/-)V (0. 
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1 0 g, 0. 4 2 mm o 1 ) > (0.. lmLX mW* V V (0. 2 

Og), T±b=^bV^ (4mL) 3 B^AoSS&itSfc Ltc 0 

TMcfetf. LfCo Gmm* zk. t&fn&l&TkT'Sfe&U ^TKift^ 

^-hy *A-efcj&-LfcfU »JE@^L-C#btLfc»aESr'>y^y^Bi^ 

7^ — (n— ^-y-^ •• ftSfei^=2 : 1) 

(80. 7 m g , 79. 3 %) £#fc 0 

‘H-NMR (CDC 1 3 ) : 8 1. 3 2 (9H, s), 1 . 6 4 (4H, t, J 

= 5. 7 Hz), 1.71-1. 77 ( 2 H, m) , 2. 35 (2H, b r s), 2. 

9 9 (2H, b r s), 4. 6 8 (2H, s). 

&T<Dmifcmz.io\,'xm 1 9 8 ( 2 ) l 

Tf±. £7c x T-feh-h 

y^<7)^^Mv'fco 

(3) 2-T-fe h=^V- 5-^n^--N- {4- [(1, 
-5-^y'y/f7/'-/l^-2-'(/l') K 

2-T-ir h^rv-- 5 (9 0. 3mg, 0. 

3 5 mm o 1 ) > 2-T^/-4- [(1, 1 ^fyU] -5-fc°^y 

yyf7/“/l< (8 0. 7 m g , 0. 3 4 mm o 1), V'J&ls-iO. lmL), 
f K7t Ko 77^ ( 3 m L) tV > (4 6 n }, 0. 5 0 

mmol) SrJPx. 2 Nifc&fcfctt. g£i£ 

Lfc 0 ^TttUBSrTK, »ft££;kT?ifcfru ^TK^y-hy 
m&%£Lxmbixtcmm$:i/'j uy/wu^r u-^ 

^r-y-^ :.fiW=7vk=3 : l) (8 4. 3mg) 

£#Ac 0 . ... - 

6iT©nwjm't«i9 8 (3.) 

XkMtLTtt* 's&JBit'lt. E&b bttt, 

£fc, KJS»jSEt UTtt % 7h7tKn772WMV' 

fc. 
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(4) 5 -ynt-N- {4- [(1, 1 jcfvv] -5-fc^yv?/ 

2 -d'/W — 2 — t Ko^'WX7 5 K 1 9 8) 

2 -Tir 5 -^d^-N- {4- [(1, 1 -v^fvW ac^yW] -5- 

fcV*!> ^>X7 5K (S&&S, 8 4. 3 mg) & 

x-9 /—fls ( 3 m L) IC^U 2&&kJBt{ki- h 'J (0. lmL) £ 

fo PL, Sfi^ll$l8J«#Lfc. KJ£»£S£2a££ifcK:fctt, 
ffib^Co SS£ifcJc-T?»5SU &M688& b'J Lifers 

«me*u-r#e»ii*:3sas:.i'y n-v f^ 77^- (n-^-y-v : m 
^zc.=7,v= 4 : 1 ) XSSI VX&Mfc'ttVaOp'&lfcM (54. lmg, 36. 3%; 
2 IS) Srftfco 

1 H — NMR (CDC 1 3 ) : 5 1 . 4 1 (9H, s), 1 . 5 6 (2H, brs), 

1. 6 7-1.7 4 (4H, m), 2. 7 9 (4H, brs), 6. 85 (1H, 
d, J = 9 . 0Hz), 7. 45 ( 1 H, dd, J = 9. 0, 2. 4Hz), 8. 
06 (1H, d, J = 2. 4Hz), 11. 70 (2H, br). 
KT©HS^K:*3V'-C«ll 9 8 (4) ©M^&^ei/B£;h,TV>5i§£\ Mil 

xti, h v 7 a, y 

ittli, tK. /K 7 f ^ t K d 7 7 

L<{ia-a-uT^v'7c 0 

#|19 9 1 9 9 ©{b^SODSii 

2-757-5-^^^- 4- [(1, 1 
;/— yU (^ij 19 8(1) Offc^k XVU* y 98 (2) ~ (4) 

M : 17. 1% 

(2) 2-75 7-4 - [(1, 1-S^fvl/) -5-XyV*y / f7'/ 

— yU 

l H-NMR' (CDC 1 3 ) : 6 1. 33 (9H, s), 2. 76 (4H, brs), 

3. 79 (4 H, brs), 4. 66 (2H, s). 
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(3) 2 -T± b*'>- 5 -T'n^e-N- {4- [(i, x-Tvls] 

(4) . 5-/n^-N- {4 - [(1, aifvl/] -S-^-zt^y/ 

77 '/-As- 2 —'i As) ~ 2 - t K n ^y^'y^T 5 K 19 9) 

X H — NMR (CD C 1 3 ) : 5 1. 24 (9H, s), 2. 89 (4H, dd, 

J = 4 . 8, 4. 2 H z ) , 3. 83 (4H, dd, J=4. 5, 4. 2Hz), 
6. 8 9 (1H, d, J = 9. 0 Hz), 7. 4 9 (1H, d d, J = 9 . 0 , 2. 

4 Hz), 7. 9 8 (1H, d , J = 2 . 1Hz), 11. 2 0 (2H, br). 

m 2 0 0 : 'ffc'g-W# 2 0 0 

2-7$;-5-7n^-4 - [(1, 1-S^fvu) ^3vV] 

(0i|i 9 8(1) S.U { 4-^f L /l't <, ^7v ? ^%^V'-C^Jl 9 8 

(2) ~ (4) u 

IR* : 6/ 9% 

( 2 ) 2 - 757-4 - [( 1 , ±?7-As\ - 5 - 

7'7y-i-^(^) 

1 H — NMR (DM S O — d 6 ) : 5 1. 2 5 (9H, s), 2.12 (2Hi. b 

rs), 2. 19 ( 3 H, s), 2. 57 (2H, brs), 2. 72 (4H, br 
s ), 6 . 5 1 ( 2 H, s ) . 

(3) 2 -Tir h^'>-N- {4- [(1, ^)V\ - 5- (4 — 

*f-As\£'< , 7 9 J's-\—4AS) 77'/— As— 2—4 J^) ^yX7 5 K 

(4) 5— — N— {4 — [(1, 1— *J/7As) ^7flA —5— (4—^7 

v^- l -y( ;V) 77'/—^-2~4M -2 -fKn^>X7 5 
K ((^^#-§-2 0 0) 

1 H — NMR (CD 3 OD):§ 1. 41 (9H, s), 2. 5.5 (3H,‘ s), 

2. 8 7 (4 H, brs), 3. 0 3 (4H, brs), 6. 8 8 (1H, d, J 



264 




WO 03/103647 



PCT/JP03/07129 



= 8. 7Hz), 7. 49 (1H, dd, J = 8. 7, 2. 7Hz), 8. 11 (1 
H, d, J = 2. 7Hz). 

m 2 0 1 : 2 0 1 

LT n 2-7^y-5-7'o ; e-4 - [(1, l-v^Xfvl') =f-j 

'/—)V mi 9 8(1) &174 - y 9 

8 ( 2 ) ~ (4) 

I&ip : 6 . 9 % 

(2) 2-T^/-4- [(1, l-'^^U) -5- 

^ 7 V > - 1 ~ >f fr) rf-T 7—)V 

X H — NMR (CDC 1 3 ) : 6 1. 3 4 (9H, s), 2. 8 0 (2H, brs), 

3. 0 3 ( 4 H, brs), 3. 5 5 (2H, b°r s),4. 6 9 (2H, s), 6. 

88 (1H, t t , J = 7 . 2, 1. 2Hz), 6. 95 (2H, dd, J = 9. 
0, 1. 2 H z ) , 7. 28 ( 2 H, dd, J=8. 7, 7. 2Hz). 

(3) 2-T-fe b*'>- 5-7u*-N- {4- [(1, 1-V*J-;V) 

-5- (4-7i=/i/tV7-yy-i — { ;\s) ^yXj 

^ F 

(4) 5-^P^-N- {4- [(1, l-'^^/U) o^/W] -5- (4-37 ^ 

- 2 - 1 Kn^^yXT 

^ K 2 0 1 ) 

'H-NMR (DMS O— d 6 ) : 6 1 . 3 9 ( 9 H, s ) , 2 . 9 7 ( 4 H, s ) , 

3. 30 (4H, s), 6. 8 2 (1H, t, J = 7. 5Hz), 6. 97 (2H, 

brs), 6. 99 (2H, t, J = 7. 5Hz), 7. 58 (1H, b r s), 8. 

0 5 (1H, d, J = 2. 4 Hz), 11. 6 9 (1H, brs), 11. 8 2 (1 
H, brs). 

m 2 0 2 : 2 0 2 

It, 5 5.U 5 2-T^X-4-7^-7V^-T'y-7U 
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SrJfiV'T#] 1 9 5 (3) f^S:tTV\ 

ilX^ : 16. 0 % 
mp 239 °C (dec.). 

X H — NMR (DMSO— d 6 ) : 5 7. 0 2 (1 H, d, J = 8.4H.z), 

7. 3 4 (1H, t, J = 7 . 6Hz), 7. 44 (2H, t, J = 7. 6 Hz), 

7. 62 (1H, dd, J = 8. 4, 2. 8Hz), 7. .6 7 (1H, s), 7.- 

9 2 ( 2 H, d, J = 7 . 2 H z ) , 8. 08 (1H, d, J = 2. 8Hz), 1 

1. 88 (1H, brs), 12. 0 5 (1 H, brs). 

m 2 0 3 : 2 0 3 

(1) {2- [(5-^o J E-2-kKn^^ , A^) T^7] -4-7z- 

5-yo^t!)f^ Rt;2-T$y-4~7=t=^T'/‘-^ 
— 5-ftlfe- ^f/l'X^r^^V't^l 9 5 (3) £!^3!<0&f£&fTV\ 

JR^ : 3 2. 1 % 

mp 2 8 8. 5-2 2 9. 5t. 

1 H — NMR (DMS O— d 6 ) : 8 3.6 6 (3H, s), 3. 9 5 (2H, s), 

6. 99 (1H, d, J = 8 . 0 H z ), 7. 42 ( 1 H, d, J = 6. 0Hz), 

7. 48 ( 2 H, brt, J = 7. 6Hz), 7. 56-7. 6.1 (3H, m), 

8. 07 (1H, d, J = 2 . 4 H z ) , 11. 85 (1H, brs), 11. 9 

8 (1H, brs). 

(2) {2- [(5-yn^-2-fc Kn^y^/W) 7^7] -4-7;c = 
/^7'/^-5->fM AS (M#t2 0 3) 

{2-[(5-7 > P ; &-2-t T^/] — 4— 7 x.~/l< s ? m T '/ 

— )V— 5 — ^f;H7T/l^ (7 5mg, 0. 1 7 mm o 1 ) 5:^7/ 

— 7 U (5ml) 2 h V p 1* (0. 5mL, lmmo 1) 

itSSBU 1 2l$ra##Lfc. 
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hy mm^m&^Ltco Mbtitzmmzn — 

(5 6m g) 7 

7. 3%). fcfcfc. 
mp 2 8 4-2 8 6 °C: 

'H-NMR (DMSO-d 6 ) : 8 3. 8 4 (2H, s), 6. 9 8 (1H, 

d, j = 8. 8Hz), 7. 42 ( 1 H, d, J=6. 8Hz), 7. 49 (2H, 
t, J = 7 . 6Hz), 7. 58-7. 61 (3H, m), 8. 07 (1H, d, 
J = 2.8 H z ) , 1 2. 25 (H, brs). 

$1 2 0 4: 2 0 4 O'ffc'g'^jCOMdi 

LT. 5-yn^fyf;^ &xf2-T^y-4, 5 -^7i=/Vf7 
9 5 (3) 

: 2 5 . 9 % 
mp 2 6 2-2 6 3^C. 

1 H-NMR (DM S O — d 6 ) : 6 7. 0 2 (1H, d, J=8. 1Hz), 

7. 34-7. 4 7 (1 0H, m), 7. 63 (1H, d, J = 6. 9Hz), 8. 

0 8 (1H, d, J = 2 . 4Hz), 11. 88 (1H, brs), 12. 08(1 
H, b r s ) . 

1-2 7" 5. / 4, 5 i/~7 cn — T /V : T 0 (Nihon Kagaku 

Zasshi) J, 1 9 6 2% 18 3^, p. 2 0 9#I] 

M 2 0 5 : 2 0 5 

5 -^n^e-y-y S.t5 2-T5:y 5 - 7 ^ 
9 5(3) 

ltZ^:2 8: 1% 
mp 1 9 8- 2 0 Ot:. . 

1 H-NMR (DMSO— d 6 ) : 5 4. 0 8 (2H, s), 6 , v 9 5 ( 1 H, 

d, J = 8. 8 H z ), 7. 15-7. 22 (3H, m), 7. 30 (2H, t, 
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J = 7. 6 H z ), 7. 3 8 — 7- 4 3. ( 1 H, m), 7. 47 (4H, d, J = 
4. 4Hz), 7. 57 (1H, brd, J = 8. 8Hz), 8. 05 (1H, d, 

J = 2. 4Hz), 11, 98 (1H, brs). 

[ 2 - 7 % ; — 4 — O^yl— 5-7x =yUf T j/-yW : ^ ;&yt, • T > K • 7 

7 v xl lx y ^ ^(Chemical and Pharmaceutical Bulletin)j, 

’1 96 2#, IlOt, p. 3 7 6#i] 

#12 0 6 : 2 0 

Lt, 5 — !) M2-7;/-5-7x-;l/-4- (h 

!)7/^n^f^) 9 5 (3) £ra#0SWfrMrV\ 

®{b^£#fc e 

J&4S : 3 3 . 2 % ' 

mp 2 5 0 °C (dec.) . 1 H — NMR (DMSO-d 6 ): 8 7. 0 2 (1 

H- d, J = 8 . 8Hz), 7. 51 (5H, s), 7. 6 3 (1H, dd, J = 
8. 8, 2. 4 H z ), 8. 02 (1H, d, J = 2. 8Hz), 12. 38 (l 
H, brs), 

i2-0 7 : 0 7 <D{k&m<Dmik 

LX, 1 -7x- ;V- i, 3 — T'^y> ? ty|:lV'XMl 9 5 (1) ~ (3) 

« : 8. 9% (3 IS) 

(1) o-7'd ; E-1 —y^L-iV— 1 , 

‘H-NMR (CDC 1 3 ) : 5 2. 4 6 ( 3 H, s), 5. 62 (1H, s), 

7. 48 — 7. 54 ( 2 H, m), 7. 64 (1H, tt, J = 7. 5, 2. 1H 
z), 7. 9 7-8. 0 1 (2H, m) . 

(2) 2 -T S - 5 -Tiz^/ls- 4 -7 ;V . 

‘H-NMR (DMSO— d 6 ): 8 2. 18 (3H, s), 7. 50-7. 55 

( 2 H, m), 7. 5 9- 7. 6 8 (3H, m), 8. 6 9 (2H, brs). 

(3) 5-7'dX-N- ( 5 — Xir^yu— 4 — 7 zl—jV^T 2 — /U) 
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-2-tKn^yX7U* (ft^#f2 0 7) 

1 H — NMR (DM S O — d 6 ) : 6 2. 44 (3H, s), 6. 99 (1H, d,- 

J = 9 . 0 H z ), 7. 55-7. 71 (4H, m), 7. 76-7. 80 ( 2 H, 
m), 8. 01 (1H, d, J = 2. 4Hz), 12. 36 (2H, br). 

m 2 0 8 : 2 0 8 

LT n 1, 3-i?7i=/V-l, 9 5(1) 

~ ( 3 ) 

JRJ^ : 4 9 . 7 % 

(1) a-yn^-1, 3 -^p 'A's*jjtZS 

'H-NMR ( C D C 1 3 ) : 5 6.5 5 (1 H, s), 7. 4 5-7. 5 0 (4 

H, m), 7. 6 1 ( 2 H, t t, J = 7. 2, 2. 1Hz), 7. 9 8-8. 0 
1 ( 4 H, m). 

(2) 2 - 75 / - 5 - - 4 -7x=/l'f 7"/“ /V 

'H-NMR (DMSO^-dj) : 5 7. 0 4—7. 1 8 (5H, m), 7. 2 2 

-7. 3 2 ( 3 H, m), 7. 3 5- 7. 3 8 (2H, m), 8. 0 2 (2H, s). 

(3) 5 -yn^e-N- (5 A*— 4 -7 cc — A*- 2 -^/V) 

-2-t Ka^y^yXT^ K 2 0 8 ) 

1 H-NMR (DMSO— d 6 ) : 5 7. 0 3 (iH, d, 1 = 8. 7Hz), 7. 

17-7. 3 0 ( 5 H, m), 7. 3 9-7. 4 7 (3H, m), 7. 5 7-7. 

6 0 (2H, m), 7. 6 4 ( 1 H, dd, J = 8. 7, 2. 7 Hz), 8. 0 5 
(1H, d, J = 2. 4 H z ) , 11. 82 ( 1 H, brs), 12. 35 (1H, 
b r s ). 

$12 0 9 : 2 1 0 

IT, 5-7nnfyf/^ 2 -7 5; 7 - 4 -7 =.—ASf-T'/—As 
-5-^7 T$J 1 9 5K 3 ) t 

ISSfltefc 

: 6 9 . 4 % 
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1 H — NMR (DMS O — d 6 ) : 8 1. 22 (3H, t, J = 7 . 5 H z ), 4 . 

21 ( 2 H, q, J = 7 . 5 H z ), 7. 07 ( 1 H, d, J= 8 . 7Hz), 7 . 

4 3-7. 4 7 ( 3 H, m), 7. ; 53 ( 1 H, d d, J = 8 . 7 , 2 . 4Hz), 
7. 7 0- 7. 7 4 ( 2 H, m), 7. 92 ( 1 H, d, J = 3. 0Hz), 11 . 
88 (1H, br), 12 . 29 ( 1 H, brs). 

M2 i o. : {b^-fe#42 o 9 (btt&ynomtft 
smfo&m&ftit.- 

JW : 2 8 . 6 % 
mp 197 — 199 °C. 

1 H — NMR (DMS O — d 6 ) : 8 1 . 2 1 (3H, t, J = 6 . 8 Hz), 

4. 20 ( 2 H, q, J = 6 . 8 Hz), 7. 01 ( 1 H, d, J = 8 . 8 Hz), 

7. 4 3- 7. 4 8 ( 3 H, m), 7. 63 ( 1 H, dd, J = 8 . 8 , 2. 4 
Hz), 7. 7 0-7. 7 2 ( 2 H, m), 8 . 0 4 ( 1 H, d, J = 2. 4Hz), 
12. 33 (1H, brs). 

#12 1 1 : ^£^#42 11 

WMt bt, 'O* 77 4 1 9 5 

(i) ~ O) 

: 40. 0 % ( 3 Xg) 

( 1 ) a — suffix zrfvioc^Tvp 

( 2 ) 2 — 7 5.7“ 4 — 

J H-NMR (CDC 1 3 ) : 5 1 . 2 3 (3H, t, J = 7 . 2 Hz), 4 . 2 

1 ( 2 H, q, J = 7. 2 H z ) , 5. 41 (2H, s). . 

(3) 2— ( 5 — ~f p ■=& — 2 — t Kn ^v'^Vy'd'yl') 757 - 4 - 
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;utn7x=;i/) 5 -tJAstf's®. ^,v ({£&&&■%■ 2 1 1 ) 

1 H — NMR (DM S O— d 6 ) : 8 1. 2 0 (3H, t , J = 7 . 2 H z ), 2 . 

51 ( 2 H, q, J == 7 . 2 H z ) , 7. 02 (1H, d f J = 8. 7Hz), 7. 

64 (1H, d d, J = 8 . 7, 2. 7Hz), 7. 90 ( 1 H, d, J = 3. 0 

Hz), 11. 92 (1H, br), 12. 58 (1H, br). 

#12 12 : 2 12 <D4k&b<DM& 

(1) 2- (5-yn ; t-2-tKD^^y^/i/) 75/-4-7x^f 
A'- 5 

2- (5-70^- 2-t Kn=5fi~<:yyVA') 75/-4-7x^/Pf7y^- 
7U— 5 (-fk-n ^l## 2 0 9) 5r£§V'T#l 8 2 £ p|;g! 
oftf^4rfTV\ 

« : 6 7. 0% 

'H— NMR- (DMSO-d 6 ) : 5 7. 0 0 ( 1 H, d, J = 8. 8Hz), 7. 

42 — 7 - 44 (3H, m), 7. 62 ( 1 H, dd, J = 8. 8, 2. 4Hz), 
7. 7 0-7. 7 2 ( 2 H, m), 8. 0 4 ( 1 H, d, J = 2. 4 Hz), 12. 
31 (1H, brs), 12. 99. (1H, brs). 

(2) [2- (5-7n^-2-t 7^/-4-7x^f 

5 — lVv] K («#f2 12) 

2 ~ (5-7a^-2-t Kd^^ 77^/1/) T^/-4-7rc=7U^T'y— 
7U- 5 — (0. 2 0 g, 0. 4 8mmo 1), ^f/P7?7 4 0.%^ 

? 0. 2ml), 1-fc Ko H y 77-/1/ 7kfn#;(9 6. 

7 m g , 0. 72mmol), WSC-HC1 (137; 2mg^ 0. 72mmo 
1), T h^fc K 0777 (1 5m L) 8B#TO#ib7c 0 Rfo 

2fej^L, ^7K5{t^7- by £ LT#^tb7c^c6?rv' V % 

7/V7ov|'i/7 7^‘- (n-^^rf-V : g^^^/V= 1 : 2) fill; 

UT«JBft:^06fe»5|c(8 7. 9mg, 
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4 2. 6 %) £#/c 0 

‘H-NMR (DMS O— d 6 ) : 5 2. 70 (3H, d, J = 4. 5Hz), 7. 
02 (1H, d, J = 9 . 0Hz), 7. 40 — 7. 48. (3 H, m), 7. 63 
(1H, dd, J = 9 . 0, 2. 4 H z ) , 7. 68-7. 71 (2H, m) , 8 . 
06 (1H, d, J = 2 . 4Hz), 8. 16 ( 1 H, t, J=4. 5Hz), 1 
1. 88 (1H, bi), 12. 15 (1H, brs). 

2 1 2 (2) $tbTV'$SHh JBWcflHHRl. 

t ttli, WSC'HCl, RTfl ~ t h I) T'/— 

V'fc, LTtt. fK7t 

i2 13 2 13 . 

2- (5-7^-2-tKD^^^) r$y-4-7* 
5 (0il 2 12 (1) 5: ^ 

<D 7 0%7K^^fflV'-Cf!|2 1 2 (2) £#fc 0 

: 6 2 . 5 % 

1 H-NMR (DMS O- d 6 ) : 5 1 . 0 5 (3H, t, J = 6 . 9 Hz), 1 3’. 

15-3. 24 ( 2 H, m), 7. 02 (1H, d, J = 8. 7Hz), 7. 40 

- 7. 4 7 (3 H, m), 7. 6 3 (1 H, dd, J = 8. 7, 3.0Hz), 7. 

6 9- 7.7 2 ( 2 H, m), 8. 06 (1H, d, J = 2. 4 Hz),. 8.20 

(1H, t, J = 5 . 4 H z ) , 11. 8 4 (1H, br), 12. 1.4 (1H, 
brs). 

0ij 2 1 4 : 2 14 iit 

J^i|S|* i: 2— (5 — Zfv^Zr- 2 — K Ko^v'^y^'f/l') 75/ - 4 -37 31 

"/'—A ' — 5 - 27/V*' Vi? (0»J 2 1.2 ( 1 ) CDte-a^) . y T'n tw 
T5^$rfflV'-C0!l2 1 2 (2) 

: 2 3.9% 

1 

1 H-NMR (DMSO-d 6 ) :.6 1. 07 (6H, d, J = 6.. 3Hz), 4. 

02 (1H, m), 7. 0 2 (1H, d, J = 9. 0Hz), 7. 40-7. 52 
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( 3 H, m), 7. 64 ( 1 H, dd, J = 8. 7, 2. 7Hz), 7. 69-7. 

7 3 ( 2 H, m) , 8. 0 6 ( 1 H, d, J = 2. 7 Hz), 11. 8 9 ( 1 H, 
br), 12. 14 (1H, brs). 

$12 15 : 1 5 (Dfc'&fyCDmm: 

WMt Lt, 2- (5-7'n ; t-2-t 7^/-4-7i 

5 ($1 2 12 (1) 2 - 7 a f: 

:/£ffiV'T$l2 1 2 (2) 

« : 6 2 . 2 % 

‘H-NMR (DMSO- d 6 ) : 5 2. 7 8(2H, t, J = 7. 5Hz>, 3. 

43 ( 2 H, q, J — 7 . 5Hz), 7. 02 (1H, d, J = 9 .. 0Hz), 7. 

19-7. 24 ( 3 H, m), 7. 27-7. 3-3 (2H, m), 7. 39-7. 
41 ( 3 H, m), 7. 61-7. 65 ( 3 H, m), 8. 06 (1H, d, J = 
2. 4 H z ), 8. 2 5 (1H, t, J = 6. OHz), 11. 8 5 ( 1 H, br 
s), 12.1 5 (1 H, brs). 

$12 16 : 2 16 <Dfc&Va<Dmk 

5-^n^f/^ ^02-7^7-4- (h!)7/^D7f 
/i^) f77-^-5-^/Vi)?yt 9 5 (3) ^Ir) 

•: 8 8. 7% 

‘H-NMR (DMSO— d 6 ) : 5 1. 3 2 (3H, t, J = 7. 2Hz), 4. 

33 ( 2 H, q, J = 7. 2Hz), 7. 01 (1H, d„ J = 8. 7Hz), 7. 

63 (1H, dd, J = 8. 7, 2. 7Hz), 7. 98 ( 1 H, d, J = 2. 4 
Hz), 12. 64 (1H, br). 

^J2 1 7 : M#t2 1 

tt, 5-7 bd-N-{ 4- [(1,1 -S^^vP) Jifvv] -5- [(2, 
2-'^^^-^) T P nt°^-xi7U] 2 -d'/W — 2 - t Kp.^r^yX 

75 K (ffc^##l 9 5UmWoy K£m'T$l9 6 
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£*tv\ • 

: 6 5. 3% 

J H— NMR ( C D C 1 3 ) • 5 1. 32 (9H, s), 1. 33 (9H, s) , 2. 

46 ( 3 H, s), 7. 22 ( 1 H, d, J = 8. 4Hz), 7. 5.6 ( 1 H, d 
d, J = 8. 7, 2. 4Hz), 8. 05 ( 1 H, d, J = 2. 7Hz), 9. 8 
2 (1H, brs). 

{$218 : 1 8<D4k£%)(DmTg 

JWMt LX, 4 — fc KP^v't'7 3 in^-3-^^7KV^5.t/2-r 5:y-4- 
7^1— )V s i-T'/'- A/- 5 m5vl^ii77Vl'£/BV>X0U 9 5 (3) 

kmm<D&<pzn\,\ 

Ifcsp : 6 1. 7% 

mp 2 0 7-2 0 8°C. 

1 H — NMR (DMS O — d 6 ) : 5 1. 23 (3H, t, J = 7. 2Hz), 4. 

22 ( 2 H, q, J = 7 . .2Hz), 7. 16 (l.H, d, J=8. 7Hz), 7. 
36 (1H, t, J = 7 . 5 H z ), 7. 4 5-7. 5 0 (5H, m), 7. 69 
-7. 76 ( 4 H, m), 7. 85 (1H, dd, J = 8. 7, 2. 4 Hz), 8. 
31 (1H, d, J = 2 . 4Hz), 11. 73 ( 1 H, brs), 12. 60 (l 
H, b r s). 

[4 — fc 3 t>7^ K * V (tetrahedron) J, 

1 9 9 7¥, % 5 3 %, p . 1 1 4 3 7 #J®] 
m2 1 9 : 2 1 9 

bt, (4’ -7yU^-u-4-t Kndf-v'lfX3i-/U) - 3 -# 

XI2-T?. / - 4 -7 = =.JU?-T '/*-&- 5 

V'XtfUl 9 5(3) ^M{ba^^r#7c 0 

Iftsp : 6 2 . 7 % 

mp 2 3 7 - 2 3 8X. 

1 H — NMR (DMS O— d 6 ) : 6 1. 22 (3H, t, J = 7. 2Hz), 
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4. 21 ( 2 H, q, J = 7 . 2Hz), 7. 13 ( 1 H, d, J = 8. 4Hz), 

7. 28 ( 2 H, t, J = 8 . 8H.z), 7. 4 4-7. 4 5 (3H, m), 7. 
71-7. 75 ( 4 H, m), 7. 81 ( 1 H, dd, J = 8. 8, 2. 4Hz), 

8. 27 (1H, d, J = 2 . 4Hz), 11, 67 ( 1 H, brs), 12. 5 

8 (1 H, b r s). v 

[(4 *.— — 4 — t Kn^F-t/bf.7 31 =-;v) - 3 — 

Key (Tetrahedron) j, 1 9 9 7^, f5 3t, p. 1 1 4 3 7#®] 

0 # 2 2 0 : 2 2 0 

(2’, 4’ -v?7/l/to-4-t KD^r'>tf7x=/l/) - 3 -7//P 
*'V®M2-7^7 - 4 -7z=/Vf7^“ 71/- 5 mfvPrc;*. 

^SrffiV'T0!ll9 5 (3) 
iR#‘ : 4 5 . 6 % 
mp 2 0 6 — 2 0 7 °C. 

'H-NMR (DMS O — d 6 ) : 5 1. 22 (3 H, t, J = 7. 2Hz), 

4. 22 ( 2 H, q, J = 7, 2Hz), 7. 17 ( 1 H, d, J = 9. 0Hz), 
7. 21 (1H, td, J = 8 . 7, 2. 4Hz), 7. 38 (lH, ddd, J 
= 11. 7, 9. 3, 2. 4 H z ) , 7. 4 4-7. 4 6 (3H, m), 7. 6 
0-7. 7 5 (4H, m), 8. 13-8. 14 (1H, m), 11. 8 6 (1H, 

brs), 12. 46 (1H, brs). 

#12 2 1 : 2 2 1 

(1) [4-fc Ko^i/-4’ - ( h!) 7 — 3 -Tz/P 

5 -yn^t!)f/U|g (5 0 0 mg, 2.3 0 mmo 1 ), Kn^'>-4- 

(M)7/Vtn7f/P)7x^7y (4 8 8mg, 2. 5 7mmo 1 ), 

( 1 Omg, 0. 04 0 mm o 1 ) &t7l.M ^MrT h ]) $ J» (7mL) 

r 8 o ° ct* i ^m#b7c 0 

r*tttt!b7co hy* a 
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hy j =}-;V'y 

V^isT'/J *'s&Tf*fy-A,\z£ V) J^/UzzxTMbL. #c^T*'>y Sf;v 

tUKtu^rysfyyj- (n—.^-y-^.: ^01^=5 : 1} T ifMbT*S 
(5 6 3 m g ) &#7 fc. CtLSr^^y— ,p (lOmL) {CffitffU 2&j£ 
h y (3mL) SrSSflnU 0 TCT? 1 I^Baa^Ut. £j£jg 

bfc„ f^ggjcfvpjg 

EEgf^LfCo #btb^c :5#8F£rn — ^-^rf-^— \/$ njVJ. $ 

(4 5 8 mg, 7 0. 4%) ^r#fc 0 

mp 1 8 5t (dec.) . 

1 H — NMR (DM S O— d 6 ) : 5 7. 0 9 (1 H, d, J = 8 . 8 Hz ), 7 . 

7 7 ( 2 H, d, J = 8 . OHz), 7. 85 ( 2 H, d, J = 8 . OHz), 7 . 

9 0 ( 1 H, dd, J= 8 . 8 , 2 . OHz), 8 . 10 ( 1 H, d, J = 2 . 4 
Hz), 11 . 8 0 (1H, b r s). 

(2) 2- ( [ 4 — t KDdr^- 4 * _ ( j> y 7 /P^-d fvU) tf 7 ^ =/b] -3 

7^-4-7x=/Pf 7 y^-5-AM>t 
tv*' 221 ) 

!&%\rb LT n [4 — t Kn^f'>— 4 ’ — ( b y -yjis^-v ^ =f-jU) t f 7 i=;p] —3 

#/U/j?>'gg x JkX$2-T^S — 4 - 7 5 3: 

9 5 (3) £ ITO©jfcfls$:fTV\ 

JR^ : 4 1. 7% 
mp 2 3 6-2 3 7*0. 

1 H — NMR (DMSO— d 6 ): 5 1 , 2 2 (3 H, t, J = 7 . 2Hz), 

4. 2 1 ( 2 H, q, J = 7. 2 Hz), 7. 18 ( 1 H, d, J= 8 . 8 Hz), 

7. 4 4-7.4 5 ( 3 H, m), 7. 7 2-7. 7 4 (2H, m), 7 . 8 1 (2 
H, d, J = 8 . 4Hz), 7. 91 ( 1 H, dd, J= 8 ; 8 , 2 . 4Hz), 
7.9 3 ( 2 H, d, J = 8 . 4H z ) , 8.3 6 ( 1 H, d, J = 2 . 4Hz), 11 . 
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78 (1H, brs), 12. 62 (1H, brs). 

m 2 2 2 : 2 2 2 

JSmtlsX, 2-tKP^-5- (1-tfnJJ/l/) ®.U f 2-T5 7 

5-^7/yal?^ xf/Vx^r/V^V'til 9 5 

(3) ^icStf^lrV', 

M : 5 5 . 0 % 

‘H-NMR (DMSO-d 6 ) : 5 1. 2 2 (3H, t, J = 7. 2 Hz), 4. 

2 2 ( 2 H, q, J = 7 . 2Hz), 6. 26 ( 2 H, t, J = 2. 1Hz), 7. 

13 (1H, d, J = 8 . 7 Hz), 7. 3 2 (2H, t, J = 2. 1Hz), 7. 

4 3-7. 4 7 (3 H, m), 7. 7 0- 7.7 5 ( 3 H, m), 8. 09 ( 1 H, 

d, J = 2 . 7 H z ), 11.58 (1H, brs), 12. 5 5 ( 1 H, brs). 
M2 2 3 : 2 2 3 

( 1 ) 2 - t Kr df V- 5 - ( 2 

5-yD^t!jf/!/i(5 0 0mg, 2. 30mmol), Sri, 2-*J* b*is 
x?y(5mL)lu||U fl.7^^ (bV7^^^7Z7 

4 'S) ^7^^(8 0mg, 0. 0 7mmol)» i^tl 0#B!I##l, 
t Kd :3 rv / — 2 — >(3 2 4 m g , 2. 5 3 mmol) 

&t7lM b V 

mMmi- b V t ^^^l£W*U7c 0 

^ ^•/Wrc^T'/Wbb. ftV'T*v'!J^^/^ 7 A^PV h^77/f“ (n— 

V : g^zc^=5 : 1) TitMUTlt£j&#(2 7 7mg)£#fc 0 
/-M5mL)|C*gft?U 2ffi£jmHk1~bV ?A(1. 5mL)»U i!fcV> 
t6 O^C-ei^m^b/Co 

g£@^^/t'Ji£r7k. 
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^yt'aUf 8mg, 11. 5 %) £r#7c 0 



'H-NMR 


(DMS O— d 6 ) : 


6 6. . 9 5 (1 H, d, 


J = 8 . 8 H z ) , 7 


. 0 


9 (1H, 


d 


d , J =4 . 8, 3. 


6 H z ), 7. 3 7 ( 1 H 


, d d, J = 4 . 0, 


1 . 


2 H z 


), 


7 


. 4 5 (1 H, dd, 


J = 5 . 2, 1. 2 H z ) 


, 7. 7 4 (1H, d 


d, 


J = 8. 


8, 


2. 8 H z ) , 7. 


9 6 (1H, d, J = 2 . 


8 H z ) . 




(2) 


2 


— 


[2 -Jfc Kd^7- 


5- (2 ^ 


y/^f/u] t ^ — 


4- 



7x- 5 — xf/H7r/V (ft^#f2 2 3). 

JSBftfcUT, 2-t K.ndr>>-5- (2 &tf2-7$/ 
— 4 -7x =/Vf7/-^- 5 — Tz/l'/K:/®? ai5 L 7Ucn^x7^$ r ^V''TF!l 19 5 
(3) 

: 5 8 . 2 % 

mp 213-21 4t. .- 

‘H-NMR (DMS O- d 6 ) : 5 1. 2 2(3H, t, J = 7. 2Hz), 4. 2 

1 ( 2 H, q, J = 7 . 2 H z ) , 7. 10(1H, d, J = 9. 2Hz), 7. 12(1 

H, dd, J = 4 . 8, 3. 6Hz),. 7. 4 4-7. 4 6 (4H, m), 7. 50 

11H, dd, J.= 4. 8, 1. 2Hz), 7. 71-7. 74(2H, m), 7. 7 
9 (.1 H, dd, J = 8 . 8, 2. 4 H z ) , 8, 21(1H, d, J = 2. 4Hz), 
11. 7 8 ( 1 H , brs), 12. 4 4 ( 1 H , brs). 

m 3 0 1 : 3 0 1 (DW&mvWfe 

(i) 5-^nu-2-^ ^ -y 

2 -7'o ; t- 4 — {7 n u 7—y — vV ( 3 0 0 m g , 1.4mmo lKy^*U'V(2 
1 1 m g , 2 mm o 1), h V /V'T >7 (1 3 /j L, 0. 1 mm o 1 )., h !) 

>" (5 Omg, 1 . 9 mm o 1 ) . ©7t h — h !) /l' (6mL) 
(2 1 m g , 7mol%).tti 8 

(1 5mL) T‘#^U 2gl£:&$5, 7k, S&^&7kT*Ji&3fc 
&7k«^>y 
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1 0 : l) fill 

T, (1 1 8m g, 3 5. 6%) 

1 H — NMR (CDC 1 3 ) : 5 3. 8 5 (3H, s), 6. 8 0 (1H, d, J 

= 8. 8 H z ), 7. 0 8 '( 1 H, d, J = 1 6. 8 H z ), 7.17 (1H, d 
d, J=8. 8, 2. 5Hz), 7. 2 0 — 7. 4 2 (4H, m), 7. 51 — 7. 

5 5 ( 3 H, m). 

(2) 4 -^nn-2-7f!)/l/7x7 (-fb^#!## 3 0 1 ) 
5->7nn-2-^ h 0 - 7x-/l/7f (8 Omg, 0 . 3 mm o 1 ) 

(2mL) lmo l/Lioyh 

- K/^on^y|j| (0. 5mL, 0. 5mmo 1) 

1 2 L/c:„ Cl 5 m L) -e^u tR. $ 3 ;^ 

i^TK h V 

*W7A^,ff-7 K^7 7-f- :g|^a:f-/w=3 : i) 

Xitig LXl (34. 2 m g , 45.4%) £#7c e 

1 H — NMR (CD C 1 3 ) : 5 4. 9 5 (1H, brs), 6. 74 (1H, d, 

J ~ 8 . 7 H z ) , 7. 09 ( 1 H, dd, =8.7, 2. 4Hz), 7. 10 (l 
H, d, J = 1 6. 2 H z ) , 7 . 2 8-7. 3 9 (4H, m), 7. 49-7. 

5 4 ( 3 H, m). • 

#13 0 2 : 3 0 2 04b#^<D§J)t 

(1) (S) -2-T^/-3-73:-7k-N-[3, 5-tf* (hy^^Dp< 
7z=/l/]7 , ot , ^y7 5 K 

3, 5 -t** (> y 7/V^-p^^) T = !) ^ (0. 2 0 g, 0. 8 7mmo 1 ), 
N- ( t e r t -7 - L-7i=/l/77 = > (2 5 4. 8 m 

g, 0. 9 6mmo l),'£gft!)7 (4 0/zL, 0. 4 6mmol) v 

(4mL) 8 0tT*l. 5B#^^U7c 0 BU&. 

ttffibfCo h V 
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m&ZWLR’g&lsX'&btitc.m&Z'f yyp fcVi^— 7vu/n 

(3 3 3. Ting, 9 2. 9%) £#fc 0 
’H-NMR ( DM S O — d 6 ) - 5 3. 13 (1H, dd, J = 13. 8, 8. 

1Hz), 3. 29 (1H, dd, J = 1 3. 8, 6. 0Hz), 4. 3 7 . ( 1 H, 
s), 7. 2 5 - 7. 3 8 ( 5 H, m), 7. 8 6 (lH, s), 8. 3 0 (2H, 
s), 8. 48 ( 3 H, s), 11.95 (1H, s). 

£lT©WJ(-fc^TM3 0 2 (1) |An^y 

(2) (S) - 2-7ti'^-5-ynn-N- (2-7ai=^-l- {[3, 

5 — tr^ ( h y 5 ^^) 77m3iyV] cr^/lx) ^yX75 

K 

2-7tl^'y-5-yon^lfi (10 4mg, 0. 4 8 mmol), (S) 
-2-7^/- 3 -■7x=/l'-N — [3 , 5 ( h U 7/1/tnyf/V) 7m- 

/W]7nt't>7? K (0. 2 0 g, 0. 48mmolk 1-tKD^y'/ 
> y T'/'—JV. (71. 4m g, 0. 5 3 mm o 1 ) ON, N~yyf/V*/VA7 
(4mL) WSC-HC1 (1 8 4m g, 0. 9 6mmo 1) 

x. N mUX 3 B#fymt£L7c 0 Xtc o 

LT# feftfcgggSr '7 y # sf/u* (n — 

: 1 — » 2 : 1) T'ffiMbT, ^IjUb^O S&lgfH (1 
4 1. 4 mg, 51. 4%) 0 

1 H — NMR (DMS O— d 6 ) : 6 2 . 0 5 ( 3 H, s ) , 3 . 0 4 ( 1 H, d 

d, J = 1 3 . 8, 9. 9 H z ) , 3. 19 (1H, dd. J = 13. 8,-4. 8 
Hz), 4. 73-4. 81 (1H, m), 7. 2 2-7. 3 5 (6H, m), 7. 
54 (1H, d, J = 2 4 H z ) , 7. 60 (1H, dd, J = 8. 7, 2. 4 

Hz), 7. 81 (1H, s), 8. 27 (2H, s), 8. 91 ( 1 H, d, J = 
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7. 8Hz), 1 0. 8 1 (1H, s). 

itm ws c • hc l > RtM-t Kn^y'/hyir/^iv'fc. 

$.tc, SMtUlt N, KtfOiSISESrffiV'fc. 

(3) (S) — 5— *op— 2- t Ko^*>-N- (2-7i=/l/-l- {[3, 

5 — \f* (h U 7/Pto>f ;l/) 7x- /W] m^vi/) k>X7 5; 

K (M#^3 0 2 ) 

(S) — 2 — Tir h^f-v'— 5-^ o n — N— C2— 7at=/U— 1— {[3, 5 — tf 
^ ( HJ yjU^-a X ^yu) 7 x-/H mfvl") ^'yXT X K (l 

41. 4mg, 0. 25 mm o 1 ) <D y $ J h 7 fc Kd 77 7 ( 2 mL 

+ 2mL) 5 h V t? AtK^^ (0. 2mL) M 

sfe^fvwa&z k isfn^Tk-ejii^^b; liTKM-T-h y t^x^tm®:, m& 

zmi£g£vx'&bfotcmm*:ffiwt^si'/'<yyu 

yX&MiikLX, (7 4. 4m g, 5 6. 8%) 

1 H — NMR (DM S O— d 6 ) - 8 3. 13 ( 1 H, dd, J = 13. 8, 9. 

0 Hz), 3. 2 6 (1H, dd, J = 1 4. 1 , 4. 8 Hz), 4. 8 5-4. 
92 (1H, m), 6. 95 (1H, d, J = 8. 7Hz), 7. 19-7. 23 
(1H, m), 7. 2 6-7. 3 1 (4H, m), 7. 4 5 ( 1 H, d d, J = 8. 

7, 2. 4Hz), 7. 81 (1H, s), 7. 97 ( 1 H, d, J = 2. 4Hz), 

8. 26 ( 2 H, s), 9. 12 ( 1 H, d, J = 7. 2 Hz), 10. 89 (1 
H, s), 1 2. 0 1 (1 H, s). 

KT<Z>H16«K:^V'T«3 0 2 (3) MHt 

it, ti- b v mm* v . ttc, 

LX it, 7k, tf'S'-JV, 3:^/— jv, 7 h 7 t Ko 7 7 if t 

m 3 0 3 : 3 0 3 ©‘fb'&ttOKaS 
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(1) [1- ({[3, 5-e\x y T%J) fnv jj? 

—/W 3*^71'] jj l/JUfe 1, 1 — 'Jy- 

3, 5 — tr* (by :7/M-ny fvv) T^y > (0. 2 0 g, 0. 8 7 mm o 1 ) 
0fh7t Kd 77> ( 4 m L) jgj£Kl v (tert- 

’fb^r'ytu 1^—/^) ^yv/y (18 3. 5 mg, 1. 05mmol), b V ^ 
J^T^'y (0. 2 5 m L , 1. 7 9mmo 1) ;***'>£ 

it'J'y ( 9 6 ju L , 1. 0 5 mm o 1) M.H?S l$|fi^#Lfc 0 ' RJ®» 

-^•^trTKicfcttv ST=Sfe=£?vi''(?tta bfc 0 

sfc*£u h y : *«E*«jE9*L-c#feixfcjfcajE.^s/y 

^y/^7A^P-7 h^7 ; 7-l'— (n— : 1 -» 3 : 2) 
T;iiSlt> (1 0 1. 9 mg, 3 0. 3 %) &#fc 0 

1 H — NMR (CD C 1 3 ) : 5 1. 49 (9H, s), 3. 99 (2H, d, J 

= 6. 0Hz), 5. 3 7 (1H, t, J = 6. 0Hz), 7. 5 7 ( 1 H, s), 

8. 0 0 (2H, s ), 9. 0 6 (1 H, b r s). 

(2) 2-Z v/-N-[3, 5-tf* AV])7JV*vt?-;V) 7*=/l '}T± b 
75 KISifeifi- 

Cl - ({[3, 5 -try ( h y y^—)V\ T 5 y} 

7*^71"] 1, 1 -i7y (1 o 1 . 9 mg, 0. 

2 6 mm o 1 ) \Z 4 &&£& * ( 1 m L) »X. N £»”<? 1 PffS 

8t#Lfc. RJfcfe&mzn-^-V-'y (15mL) tirtii 

SISI-C, (.8 0. 8 mg, 9 6. 4%) £#fc 0 

1 H — NMR (CD 3 OD) : 8 3.8 9 (2H, s), 7. 7 1 (1H, s), 

8. 2 2 ( 2 H, s). 

(3) 2-7tb=Sr'>-5-7on-N- ({[3, 5 - If* ( h y yA^P y ^ 
A") yai^yu] tnvy^yi jv) yj-/v) ^yXT^ K 

2-7tF^y-5-7nng| 1 f|g (5 9. lmg, 0. 28mmol), 2- 
7 5 y — N— [3, 5-lf* ( h y yyu^-ny 5^71/) 7x=/w]7tC7 5Kti 
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^ (8 0. 8mg, 0. 2 5mmo 1), 1-t F'n^- 7'/ b V T'/—yl' (3 

7 . 2 m g , 0 . 2 8 mm o 1 ) £>N, N 'J ^ ^ K ( 3 m L) 

luWSC • HC 1 (9 5. 9 mg, 0. 5 mmol) 3 

Ltc 0 RfoU'fryd&fti&.mzhrt, tfco 

«7k-eg&^u 

S^rv'D n-e Y^fyy {n-^^-f7 :f£g£:r. 5 vu= 3 : 2 

-^1 : 1) -eM^LT, (8 3. 7 m g, 6 9 . . 3 %) . £ 

#fc„ 

‘H-NMR (C D C 1 3 ) : 5 2. 40 (3H, s), 4 . 40 (2H, d, J 

= 5 . 4 H z ), 7. 17 (1H, d. J = 8 . 4Hz), 7 . 40 ( 1 H, t , 

J = 5. 4 Hz), 7, 5 3 (1H, dd, J = 8 . 4 , 2. 4 Hz), 7. 6 2 
(1H, s), 7. 82 (1H, d, J = 2 . 4Hz), 8 . 19 (2H, sj, 9. 

2 0 (1 H, s). 

(4) 5 -7 n n- 2 - t Kc^j/-N- ({[3, 5-tf^ ( h ]) 7 yVit u X J- 
yu) 7 ^=-yV\ ft yW<^yu) X 5vW K (fb'g'ft## 3 0 3) 

2-7tF4ri/-5-^DD-N- ({[3, 5 - If* ( h !) 7/U*a X>/W) 7 
ai-zU'] yU} 7=J-yV) ^yX7 ^ K (8 3. 7 mg, 0. 1 7mmo 

l)'W^;-/l//7h7-tKB77> (2mL+lmL) Mid, 

(0. lmL) £2J0;t, Mtf 2 Ofttn&W Ltz 0 Rlftm# 

mm^yvxtem^ mwt=- tvhis:*, 
fru f y BM&MM^Lxmbtifcmz'yy $ 

tfyb'tl 7 J* 7 d-v h #7 7 -f “ (n — ^df-y-V : 2 : 1) XrltMx 

n-^fyfWlTj»ftoe^(4 7. 7 m g , 6 3 . 7%) 
£#fc„ 

'H-NMR (DMS O — d 6 ) : 8 4. 18 (2H, d, J = 5. 4 Hz), 7. 
00 (1H, d, J = 9. 0Hz), 7. 47 (1H, dd, J = 9 . 0, 2. 7 
Hz), 7. 80 (1H, s), 7. 96 (1H, d, J = 2. 7Hz), 8 . 27 
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(2H, s), 9. 25 (1H, t, J = 5 . 4Hz), 10. 78 (1H, s), 
12. 14 (1H, s). 

M 3 0 4 : 3 0 4 

(1) K7i^K 

5-^D-2-fcKn^,|f^ ^f/^r/MO. 5 0g, 2. 7m 
mol). tK7^r. TkfPt) (0. 3 m L , 6. 2mmol), x^/wk(5 
mL) 6 n _ 

#ffcB IT, (D 6 (3 9 5. 9 mg, 

7 9. 2%) 

1 H — NMR (DMSO — d 6 ) : 6 6. 90 (1H, d,, J = 8. 7Hz), 7. 

3 8 (1H, dd, J = 8. 7, 2. 7Hz), 7. 8 5 ( 1 H, d, J = 8. 7 
Hz),. 10. 23 (brs). 

(2) 5 — n □ f- ]) [3, 5— Jtf;* ( h V VyU^-u ^ 5vu) 

7=V] t b'?*J K 3 0 4) 

5^D B fy^t W; K(2 13. 9mg, 1. 2mmo 1), 3, 5-tf 
^ (M)7^D^/V)^X7/UffcK(190H, 1. 2mmoD.it 
® (3D. ( 5 m L) 3 0 b^c. 3, 5 

-£"* (D7/>tD^fD ^yXT/l'rt F ( 1 0 O.jz L, 0. 6 1 mm o 
1 ) L. £ blc 1 Btff^BifoliffD b7t 0 t??p£p^. tKIc 

felt. SfrS^fvt'TttfcB L^cio 

(n-^4rfy:Mxf^=3 : 1^2 : 1) -CMM. n 

mm<k&yo<D£mm (3 6 2. 6mg, 76. 8%) £ 

#Xc 0 

1 H~ NMR (DMS O— d 6 ) : 5 7. 0 3 ( 1 H, d, J = 9. 0Hz), 7. 

49 (1H, dd, J = 9. 0, 2. 7 H z ), 7. 86 ( 1 H, d, J = 3. 0 
Hz), 8. 20 (1H, s), 8. 40 (2H, s), 8. 59 ( 1 H, s), 1 
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1. 6 5 (1H, s), 12. 14 (1H, s). 

#13 0 5 : 0 5<D{t&m<D8m 

(1) (S) - 2-7^y-4--/f^-N-[3, 5 - fc"* (F!J7/^n^f 
/!/) 7x=;l/]^y^V7 5 K 

WMt IT, N- ( t e r t -zf h &T73, 

5 -If* (H7/^P^f/V) ^^fflV>T#lj3 0 2 (1) tm%i<DWkYt 

: 2 5. 2% 

X H — NMR (CDC l g) : § 0. 98. (3H, d, J=6. 3Hz), 1. 0 

1 (3H, d, J = 6 . 3 Hz), 1. 3 9-1. 4 8 (1H, m), 1. 7 4- 
1. 8 9 (2H, m), 3. 5 5 ( 1 H, d d, J = 9. 9, 3. 6 Hz), 7. 
58 (1H, s), 8. 12 (2H, s), 10. 01 ( 1 H, s). 

(2) (S) - 5-^no- 2-fc Kd^t'7-N- (3-X5vV- 1— {[3, 5 

-tf* (Mi ) Z7 )Viru i )V) zf^)^) ^7X7; K 

. Wfr&fc#* 3 0 5) 

'mftb LT, 2-T1?b^i/-5-^nci3cMIfc x 5T7 (S) -2-T^X- 
4-X5v7-N-[3, 5-tf* (M).7/Utn^f/V) 7x-/l/]^7^77 5; 
KSr^V'‘”C#i) 3 0 2 (2) ~ (3) 

: 2 4 '. 8% (2IS) 

X H — NMR (DM SO- d e ) : 5 0. 95(3 H, d, J = 5. 7Hz), 0. 
97 ( 3 H, d, J = 6 . 0Hz), 1, 6 5- 1. 8 4 (3H, m), 4. 65 
-4. 7 2 (1H, m), 6. 9 8 ( 1 H, d , J = 9 . 0 H z ), 7 . 4 7 (1 
H, dd, J = 8 . 7, 2. 4 H z ) , 7. 7 9 ( 1 H, s), 8. 0 6 ( 1 H, 
d, J = 2. 7 H z ) , 8. 3 2 ( 2 H, s), 9. 0 3 ( 1 H, d, J = 8. 1. 
Hz), 10. 85 (1H, s), 12. 20 ( 1 H, s). 

#J 3 0 6 : 3 0 6 

L“C, 5-7DDt!)f/u7/Wrt K, 5.173, 5-tf* ( H) 7>vjrx2 
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J-J-jV) -<yXt K7^K^V'tM3 0 4 (2) £PI$£©J|ft££?TV\ 

&mzmc 0 

JR* : 2 4 . 7 % 

‘H-NMR (DMSO-d 6 ) : 5 6. 9 7 (1 H, d, J = 8. 7Hz), 7. 

34 (1H, dd, J = 9 . 0, 2. 7Hz), 7. 73 (1H, d, J = 2. 4 
Hz), 8. 4 1 (1H, s), 8. 5 9 (2 H, s), 8. 6 7 (1H, s), 1 
1. 07 (1H, s), 12. 45 (1H, s). 

m 3 0 7 : 3 0 7 

S.17 3, 5 -If* (H 7/Vtn/f/V) 
7x^f/U7^ 1 6 iEJ&©Jftfts£rfTV\ 



iR* : 3 0. 2% 



‘H-NMR 


(CDC 1 3 ) : 5 3. 


10 (2 H, t , J = 6 . 9H z), 


3. 7 


1-3. 7 7 


(2 H, m), 6 . 3 4 


(1 H, br s)-, 


6. 9 5 (1 H, 


d, J 


N 

X 

t> 

00 

II 


), 7. 2 3 (1 H, d, 


J = 2 . 7 H z ) 


, 7.-36 ( 1 H, 


d d, 


J = 8. 7, 


2. 4 H z ) , 7 . 7 0. 


( 2 H, s), 7. 8 0 (1 H, s ), 


12. 



0 6 (1 H, s). 

0!| 3 0 8: 3 0 8 <Dfc&to<D9M& 

3 — t Kci ^rv , #S7kl7 (10 Omg, 0 . 6 mm o 1), 3, 5 — tf * (h 

!) yVl^n ^ ^vU) 7—!) V (.1 6 8mg, .0. 7 mm o 1 ) , ( 5 m L) <D 

m&bt T^=r^#ll^T> 6B#»^lt0ScbfCo 

(1 5mL) X«. tK. 

■fr'fjVXyK? p-r h/77^“ (n-^*lK/ : 

3 : 1) t'iMtt, (10 Omg, 4 3. 7%) £ #fc e 

l H — NMR (DMSO-d 6 ) :. 6 7. 3 1 (1H, d,' J = 8. 1 Hz) , 7. 

4 2 (1H, d, J = 7 . 5 Hz), 7.7 2 ( 1 H, d d, J = 8. 1.7. 5 Hz) , 
8 . 2 1 (1H, s ) , 8 . 24 ( 2 H, s ) , 1 1 . 2 8 ( 1 H, s ) . 
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#13 0 9 : 3 0 9 <D\ 

2-7 ^ y-4-^n D7xy'-/U (14 3. 6 mg, 1 mm o 1) Of F 7 t 
Kb 7 7 V/h/^y (0. 5 m L 4- 4 . 5mL) 3, 5 - t** (h 

7x-/KV'>7^“F (18 0 a L, 1. 0 4 mm o 1 ) 

1 0 O°CT*lNFr 0 m^U7c o 

®*LT#kftfc?S^£'>y ^/^7A^07 (n— 3ff-7 : 

: 1) T*Mk 4y/n tT^jc— -^/l>/h — 

T. (2 8 8. 5 mg,. 7 2. 4%) £#fc 0 

1 H — NMR (DMS O— d 6 ) : 5 6. 8 4- 6.9 1 (2H, m) , 7. 6 
7 ( 1 H, s ) , 8 . 0 6 ( 2 H, s), 8. 14 (1H, d, J = 2. 1Hz), 
8. 45 (1H, s), 10. 10 (1H, s) , 10. 44 (1H, s). 
#13 10 : 3 1 

( 1 ) 5— ^np— 2— ^ h3f'>— J3 — [3, 5-tf> ( h y 7/WTj-p ;* ^vW) 
7^ — /i'] 

2 — T — 4 — ^ddJ cx 7 ■ — A' ( 1 3 1 m g , 0. 8 mm o 1 ) £048 % z r 

f 7 7/^c (o. 3 m l) msmi- 

hy^i\(57mg, 0.8 mm o 1 ) <£>7 K (lmL) ^&££:2jnx.;fc 0 0 °C7r 1 
3 , 5 — fc'.X ( h y 7/^0^^) (1 0 Omg, 0. 

4 mm o 1) (3mL) 5 0W 1 flffSti# Lfc 0 R 

5 m L) -C«U 7k. &fP^&7kTil|I&&i$. &7kM^- h y ? 

77^7/7 p- 7 hi/y 

7V- (n-^^if^ :^m^=5 : 1) tftltt, 

J (52. 8m g, 3 3. 3%) £#/c 0 

J H — NMR (CDC 1 3 ) : 5 3. 85 (3H, s), 6. 80 (1H, d, J 
= 8, 8 Hz), 7. 0 8 (1H, d, J = 1 6. 8 Hz), 7. 17 (1H, d 
d, J = 8 . 8, 2. 5 H z ), 7. 2 0-7. 4 2 (4H, m), 7. 51-7. 
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5 5 ( 3 H, m). 

(2) 4-^nn-2- [3, 5 - ( h ]) 7 iVirv 7 Xf-jJsu] 7x 

7“/W (^^.##3 10) 

MiUT, 5-^DD-2->h^'>-^ - [3, 5-tf* (H) 7/^*7 
fvi<) 7 x=/p] u :✓«:*! V'TM 3 0 l (2) £pq«<0»fls&fTV \ . UMit 

: 1 8 . 1 % 

1 H — NMR (CDCijj: 8 5. 1 6 (1H V brs), 6. 7.6 ( 1 H, d, 

J = 8. 4 Hz), 7. 15 (lH, dd, J=8. 4, 2. 7Hz), 7. 19 
(1H, d, J = 1 6. 5Hz)',7. 45 (lH,d,J=15. 5Hz),7. 53 
(lH.d, J = 2. 4 Hz) ,7. 7 6 ( 1 H, s) ,7.93 ( 2 H, s ) . 
m 3 1 1 : 3 11 

5-7nntyf/^ SO 5 2 -T 5 7 -T vy^&JBV'Tfcl 1 6 <b 
: 4 5 . 3 % 

1 H — NMR (DM S O— d 6 ) : 8 2. 9 8 (2H, d d, J = 1 6. 2, 5. 

7 H z ), 3. 2 9 ( 2 H, dd, J = 16. 2, 7. 5 Hz), 4. 69-4. 
79 (1H, m), 6. 93 ( 1 H, d, J = 8. 7Hz), 7. 16-7. 20 
( 2 H, m) , 7. 2 3-7. 2 8 ( 2 H, m), 7. 4 3 (1H, dd, J=8. 
7, 2. 4 H z ), 8. 0 2 ( 1 H, . d , J = 2. 4Hz), 9. 0 3 (1H, d, 

J = 6, 9Hz), 1 2. 6 6 (1H, s). 

M3 1 2 : -fb£-4fe#-§; 3 l-2©fl^tt©fil36 
(1) 4-7nn-2- ({[3, 5-tf* ( h ]} 7JV^ru 7 ‘f-jV) 7x^/1/] -f 
^ 7 } 7 5v \/) 7 xc 7 — /W 

.HlftLT, 5-7Dof V^/lsT fry 1 1 K> .&.!/ 3 , 5 -IfX ( H) 

7 ?vi,) T= y 14(1) HMil§r#fc 0 

: 7 6 . 6 % 
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1 H — NMR (DM S O — d 6 ) : 5 7. 04 ( 1 H, d, J = 9 . 0Hz) , 7 . 

50 (lH.dd.J-9. 0 . 2 . 7 Hz), 7. 80 ( 1 H, d. J = 2 . 7Hz) , 
8 . 0 1 ( 1 H, s) , 8 . 12 (2H; s) , 9. 0 3 (1H, s) , 1 2 . 0 9 (1 

H, b r s). 

(2) N— [(5 — ^do— 2 — t Kn ^ri /7 ^ -/u) / — 3 f 5 _ ^ 

1 ) 7/^d^^) T-V's 1 2 ) 

MiLT, 4— i^pa — 2 — ({[3, 5 — if 7, (bV7/^a7f^) 7 ^- 
*7-*) 7x7^ffl^jl4 H 

Jt : 7 8 . 1 % 

H — NMR (CDC 1 3 ) : 5 4 . 40 (3 H, s), 6 . 27 (1H, s), 

6 . 8 0 ( 1 H, d, J = 8 . 4Hz) , 7. 11 (2H, s), 7 . 17-7. 

2 0 ( 2 H, m), .7. 3 0 ( 1 H, s). '- 

^ r !l3 13:'(b'^#I##3 130-ft:'p-^0Mit: 

N- [(5-^nn-2-t; Kn^->7x-/u) 3, 5 — (b'J 7 

8 mg, 0 . 24mmolK 

(4 3 mg, 0. 7 mmol) (Di/ 7 xi )V J. $ 's (2mL) T/lsd? 

WSC * H C ,1 (1 38 mg, 0. 7mmol)^i i£ T *l 

2 mm » utc o l , 7 k, 

7A^nv^77-f'- (n : gj=g£:x5vW= 3 : 1 ) t'igLt, I 

(6 9m g, 7 0. 4%) £r#fc 0 

X H-NMR (CD C 1 3 ) : 8 1.9 2 (3H, s), 4.7 3 ( 2 H, s), 

6 . 54 (1H, d, J = 2 . 4Hz), 6 . 95 ( 1 H, d, J = 8 . 4Hz), 

7. 22 (1H, dd, J — 8 . 7, 2 . 4Hz), 7 . 53 (2H, s), 7 . 

9 9 (1H, s), 9. 2 1 (1H, s ). 

& 3 1 4 : ^b'n‘^#-§-3 1 4 ; 
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